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CLINICAL ASSAY OF A NEW SYNTHETIC ESTROGEN: VALLESTRIL* 


M. I. Sturnicx, M.D.,{ anv S. L. Gareitt, M.D.ft 


BOSTON 


N 1947 and 1948 Courrier, Horeau and Jacques'-§ 

published a series of chemical and biologic studies 
of certain derivatives of a compound that they called 
“allenolic acid,” in honor of Dr. E. Allen.? This 
compound is known chemically as 6-hydroxy-2- 
naphthaleneproprionic acid. The name allenolic 
acid has been used widely in France and is recog- 
nized, although not officially accepted, by Chemical 
Abstracts. The derivatives found to possess strong 
estrogenic acitivity were 3- (6-methoxy-2-naphthy]l)- 
2-2-dimethylpentanoic acid and the corresponding 
hydroxy compound, referred to by the French inter- 
changeably as dimethyl-ethyl allenolic acid. The 
authors studied the biologic effects of these two 
dimethylpentanoic acid compounds on the vaginal 
epithelium of female castrated rats; on the endo- 


metrium of female rabbits; on the vagina and uterus: 


of immature female cats; on the prostatic gland and 
urethra of prepuberal or castrated male cats; and 
on the lactating guinea pig, after Parturition, and 
on its sucklings. 

The dimethylpentanoic acid derivatives were more 
active than estradiol and only slightly less active 
than bisdehydrodoisynolic acid when administered 
parenterally in oily solution in doses of 0.5 to 5.0 
microgm. to female castrated rats. Each of the 
rats gave a positive vaginal smear consisting of a 
markedly keratinized epithelium that persisted for 
several days. Oral administration had similar but 
less noticeable effects on the vaginal epithelium. 

On the uterus of the female rabbit, the dimethyl- 
pentanoic acid analogues acted as any other natural 
or synthetic estrogen and regularly sensitized the 
endometrium to the effect of progesterone. 

Parenteral administration of 100 gamma of these 
compounds to male and female cats, three weeks of 
age, over a period of ten to twenty days, did not 
affect growth. The female cats demonstrated a 
markedly hypertrophied uterus with cornification of 
the vaginal epithelium. The prepuberal or castrated 

*From the Endocrine Clinic, Beth Israel Hospital, and the Department 


of Medicine, Harvard Medical School. 
ided by a grant from G. D. Searle and Company, Chicago, Illinois. 


fInstructor in medicine, Sheocend and Tufts College Medical schools; 
associate in medicine, Beth Israel Hospital. 

tAssistant clinical professor of medicine, Harvard Medical School; visit- 
ing poyscien, consultant to Endocrine Clinic and. head of Fertility Clinic, 

t 


srael Hospital. 





male cats showed changes in the prostate and urethra 
similar to those following the use of estradiol, the 
changes consisting of the development of secreting 
acini in the prostatic gland and the bulb of the 
urethra. The epithelium of the urethra responded 
much as that of the vagina in the female animal. 

The dimethylpentanoic acid derivatives in doses of 
100 gamma in oily solution were then given to female 
guinea pigs that had recently given birth to young, 
administration starting on the day after parturition. 
The puncture wound was sealed with collodion to 
prevent the suckling litter from absorbing the 
injected oil directly from the site of administration. 
After seven days of treatment, the suckling females 
demonstrated an open vulva, hypertrophied uterine 
horns and development of the vaginal epithelium 
to the state of an adult female in full estrus. The 
maternal uterus was maintained in the same state 
as at the time of delivery. In several cases, the 
symphysis pubis of the mother remained widely 
opened, and the pelvic girdle became so dislocated 
that walking was difficult. Thus, the allenolic acid 
derivatives were secreted in the mother’s milk and 
had striking effects on the young. All these changes 
had previously been noted by the investigators 
with natural estrogens extracted from urine speci- 
mens from human pregnant women. 

The dimethylpentanoic acid analogues proved 
effective orally as well as parenterally. Moreover, 
intrasplenic injections in castrated cats demonstrated 
that these compounds, unlike the natural estrogens, 
were not destroyed by the liver. 

The compound employed in our clinical studies 
is the methoxy derivative, which has the following 
formula: 


CH 
CH-——C —-COOH 


CH30 Coy CH 


3 


Mope or Stupy AND TREATMENT 


The clinical evaluation of Vallestril was begun 
in the Endocrine Clinic of the Beth Israel Hospital 
two years ago and is being continued at the time 
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of writing.* Thirty-two female patients, varying in 
age from eighteen to sixty-three years, have been 
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postmenopausal osteoporosis, and a young woman 
of eighteen for severe pustular acne of the face. 








Tasie 1. Dosage and Results of Vallestril Therapy in Menopausal Women. 
Case AGE Dairy Dosace* RESPONSE DEGREE Toxic Urinary DuraTIoNn CoMMENT 
No. OF Symptoms Gonapotro- OF 
VAGINAL PHINS OssERvA- 
CorniFi- TIONT 
CATION 
No. AMOUNT 
yr. mg. mouse units mo. 
1 40 1 0.75 
2 ‘5 Poor _ None _ 10 Dose inadequate 
3 2.25 
2 52 1 2.25 Hysterectomy, performed in 
2 4.5 Fair _ None _ 3 1946, followed by flashes; 
3 6.0 staining from other estro- 
gens; symptoms always 
difficult to control. 
3 46 1 4.5 ’ Thyroidectomy performed in 
2 3.0 Excellent _ None _ 5 and hysterectomy in 
3 15 Feb., 1950 
4 45 1 4.5 os : 
2 +4 Good Moderate None = 2 Staining from stilbestrol 
2 ° 
4 15 
5 45 1 4.5 Excellent - None _ 12 Tpggpotoney performed in 
6 49 2.25 Good _- None = _ Hysterectomy performed in 
1947; toxic symptoms from 
stilbestrol. 
7 56 3 9 Good Moderate None _ if Staining from stilbestrol 
4. to 
3 3.0 marked 
4 1.5 
8 44 1 6.0 Excellent = None 21 4 Patient on diet and dexedrine 
for obesity 
9 50 1 4.5 Good —_ None _— 1 
10 21 1 9.0 Good _ None 33 5 Hysterectomy performed in 
10¢ July, 1951; obesity. 
11 49 1 4.5 Patient depressed and under 
2 6.0 Poor — None _ 13 psychiatric care 
3 9.0 
12 55 1 4.5 Good _ None _ 11 Hysterectomy performed in 
2 6.0 947; — achondro- 
plastic dwarf; on thyroid. 
13 45 1 6.0 Excellent — None _— 24 
14 50 1 4.5 . Marked obesity; no response tv 
2 6.0 Poor Marked Nausea from — 7 any estrogen; hypertension: 
3 Pe large dose 
15 56 1 4.5 Hysterectomy performed in 
: 4 Excellent Marked None _ 2 1942 
4 1.5 
16 45 1 4.5 Excellent — None — 4 aor performed in 
17 60 1 4.5 Excellent Marked None _ 4 
2 6.0 
18 50 1 0.75 
2 1.5 
3 2.25 Good _ None _ 8 
4 3.0 
5 2.25 
6 1.5 
19 55 1 4.5 Good _ None — _- 
20 44 : -3 Fair Moderate None — rf Hysterectomy performed in 
an., 
21 53 1 4.5 Excellent Moderate None - 5 
2 6.0 
22 52 1 2.25 Fair _ None _ 1 
2 4.5 
23 62 1 4.5 Excellent _ None _ 6 
2 2.25 
24 45 1 4.5 Excellent = None — 2 Hysterectomy performed in 
r 4 3.0 eb., 1950 
25 47 1 9.0 Fair _- None — 3 Hysterectomy performed in 
arch, 
26 41 1 2.25 Fair Marked None =— 2 Hysterectomy performed in 
2 4.5 1943 
27 55 1 4.5 Excellent Slight None _ 5 Hysterectomy performed in 
2 3.0 1948 
28 52 1 4.5 Excellent - None _ 6 





*Drug administered in divided doses, generally 3 or 4 times daily; each schedule maintained for 2 weeks more or less. 
+Refers to observation during this investigation only; many patients were actually known to clinic for years. 


tAfter therapy. 


treated with Vallestril. Of this group, 28 were 
treated for severe menopausal symptoms, 3 for 


*Vallestril in capsules and cieailes-eppeating placebos were kindly sup- 
plied by Dr. Irwin C. Winter, of G. D. Searle and Company. 





The drug was also administered to 1 man with car- 
cinoma of the prostate and osseous metastases. 
In 13 of the menopausal women a hysterectomy had 
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been performed shortly before the appearance of 
symptoms (Tables 1 and 2). 

‘> Each patient was observed for a minimum of two 
weeks before Vallestril was administered. If symp- 
toms were very disturbing, phenobarbital in daily 
doses of 45 to 60 mg. was prescribed. In many 
patients placebo capsules, identical in appearance 
with the Vallestril, were utilized, and patients were 
routinely given the placebo during the initial two- 
week control period. Observations were continued 
on many of these patients after the use of Vallestril. 
When menopausal symptoms recurred, other estro- 
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an excellent, 8 a good, and 5 a fair result. There were 
3 failures. One patient who had an excellent re- 
sponse had also shown a good result from placebo 
capsules. One woman who had a fair response was 
also helped for a short time by small doses of pheno- 
barbital. In all other patients placebos caused no 
improvement. 

Of the 3 women who failed to respond to Vallestril, 
one was a forty-year-old woman who had had a 
hysterectomy in 1946 and had taken ethiny] estradiol 
intermittently in the past with relief of symptoms. 
She was started on an initial dose of 0.75 mg. daily. 


TasBie 2. Vallestril in the Treatment of Conditions Other than Menopausal Syndrome. 








Case Sex AGE DisEasE REsuLtT Dairy Dosace Toxic Symptoms DuRaTION OF 
No. OssEeRvaTIoN* 
No. AMOUNT 
yr. mg. 
1 F 18 Acne vulgaris Fair None 26 mo. 
2 F 62 Postmenopausal osteo- Excellent 1 6.0 None 14,mo. 
porosis 2 4.5 
3 F 63 Postmenopausal osteo- Excellent 1 4.5 None 10 mo. 
porosis 2 9.0 
a 3 3.0 
4 F 68 Postmenopausal osteo- Excellent 1 6.0 None 9 mo. 
porosis 2 4.5 
5 M 72 Carcinoma of prostate, Excellent 1 9.0 None 6 yr. 
with osseous metas- ‘ 2 6.0 
tases 3 4.5 
4 3.0 





*Includes total period of observation prior to and including time when patient was on Vallestril. 


gens' were frequently administered, affording an 


opportunity for comparison with Vallestril. In this 


way, control periods were available both before and 
after treatment with the compound. 

An attempt was made to obtain daily vaginal 
smears on all patients during the control period as 
well as during therapy. These were stained by the 
method of Shorr.* Unfortunately, because of the 
difficulty of obtaining complete co-operation of 
most patients in this phase of study, detailed evalua- 
tion was possible in only 9 cases. Determination 
of urinary gonadotrophin excretion was carried out 
by the method of Pincus.” 

Patients were questioned at each visit concerning 
possible toxic symptoms and any change in the fre- 
quency and severity of hot flashes and associated 
menopausal symptoms. Whenever possible, they were 
asked to estimate the number of flashes occurring 
during the day and night. The response to medica- 
tion was considered excellent if the flashes disap- 
peared completely. If there was striking improve- 
ment in frequency and severity of hot flashes, the 
result was considered good. A fair response indicated 
a lesser grade of improvement. If either the patient 
or the observer doubted the effect of the medica- 
tion, the response was classified as poor. 


RESULTS 


In Menopausal Women 


The pertinent data concerning this group of pa- 
tients are presented in Table 1; 12 patients showed 


This was increased to 0.75 mg. twice daily during 
the second week and to three times a day during the 
third week. However, she discontinued the medica- 
tion after only five days and resumed ethinyl es- 
tradiol, with some relief. In the light of further 
experience, this would not be considered an adequate 
trial of Vallestril. The second failure occurred in 
a forty-nine-year-old woman who had been subject 
to hot flashes for a year and a half. Initially, this 
patient was given 1.5 mg. of Vallestril three times a 
day. Since no improvement occurred after two weeks, 
the same dose was administered four times daily, 
with no effect. Subsequently, 1.0 mg. of stilbestrol 
daily over a ten-day period effected considerable 
improvement. Stilbestrol was continued in a dosage 
of 1.0 mg. every third day for the following three 
weeks, with adequate control of symptoms. The 
patient was then free of hot flashes for the follow- 
ing five months without medication. A final trial 
of 3.0 mg. of Vallestril three times a day over a 
two-week period failed to afford any relief (we con- 
sider this dose quite adequate). The third patient 
who showed no response to Vallestril was a fifty- 
year-old woman who had been having severe hot 
flashes for several months. She had received 0.5 
mg. of ethinyl estradiol daily at the onset of symp- 
toms, but had discontinued the medication because 
of nausea. She was then given 1.25 mg. of Premarin 
daily, with temporary slight improvement. The 
initial dose of Vallestril—1.5 mg. three times a 
day over a two-week period — resulted in slight 
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improvement during the day, but no reduction in 
nocturnal flashes; 1.5 mg. four times a day was 
without effect, probably because of an associated 
acute upper respiratory infection. The dosage was 
then raised to 1.5 mg. after meals and 3.0 mg. at 
bedtime, with resultant nausea and no symptomatic 
improvement. Stilbestrol in a dose of 0.5 mg. twice 
daily had no effect. A final trial of Vallestril, 1.5 mg. 
four times a day, was again ineffectual. In addition 
to menopausal symptoms, this patient was obese 
and had severe hypertension, coronary-artery dis- 
ease, a distressing vesicovaginal fistula and many 
social and psychic problems. 


In Post-Menopausal Osteoporosis 


In the 3 women with post-menopausal osteo- 
porosis the results were excellent. These patients 
had extensive osteoporosis of the spine, with col- 
lapse of one or more vertebras, and complained of 
severe radicular pain. Two of the patients, aged 
sixty-two and sixty-eight, had responded satis- 
factorily to stilbestrol in doses of 3.0 to 5.0 mg. 
daily but had profuse vaginal bleeding, necessitating 
the addition of testosterone or the omission of 
stilbestrol. They both received initially 6.0 mg. of 
Vallestril daily in divided doses over a two-week 
period. Subsequently, the dose was reduced to 4.5 
mg. a day. No toxic symptoms or uterine bleeding 
over a period of ten months have followed. The 
third patient, a sixty-three-year-old woman, re- 
ceived initially 4.5 mg. of Vallestril daily with no 
relief in the following two weeks. The dosage was 
then doubled during the next month, with consider- 
able improvement. The dose was subsequently 
reduced to 3.0 mg. twice daily and maintained at 
this level for the next three months, with almost 
complete relief of pain. 


In Metastatic Cancer of the Prostate 


One patient, a man of seventy-two had had a 
two-stage prostatectomy six years previously. The 
pathological diagnosis was carcinoma of the prostate. 
Six months after operation pain developed in the 
back, radiating down both legs. X-ray examination 
showed metastases to the pelvic bones and lumbar 
spine. Bilateral orchiectomy was performed, and 
he received stilbestrol, 5.0 mg. daily, with excellent 
relief of pain, but severe bilateral gynecomastia that 
required an interrupted schedule of administration 
of stilbestrol developed. Beginning in June, 1951, 
Vallestril in a dosage of 9.0 mg. daily was adminis- 
tered in divided doses. The dose was reduced to 
6.0 mg. a day after a month and was further de- 
creased to 4.5 mg. daily after three months, being 
maintained at this level until January, 1952. Since 
then the patient has required only 1.5 mg. of the 
drug daily for complete symptomatic control. There 
have been no toxic symptoms or gynecomastia. 


In Pustular Acne 


An eighteen-year-old girl had received each 
month a dose of 1.0 mg. of stilbestrol daily as ad- 
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junctive therapy of severe pustular acne. This 
resulted in some improvement of the acne but also 
in severe menorrhagia. Vallestril was then given 
in cyclic fashion in daily doses of 4.5 mg. The same 
improvement was maintained without alteration in 
the character of the menstrual periods. 


DosaGE 


In the early phase of the study, Vallestril was 
administered in capsules containing 0.75 mg. Three 
or four capsules were prescribed daily. It was soon 
learned that this dose was inadequate for most 
patients, and capsules containing 1.5 mg. of Vallestril 


- were administered later in the investigation. Pa- 


tients were generally started on 4.5 mg. a day, and 
this was increased to 6.0 mg. or 7.5 mg. if there was 
no response. It was necessary to give as much as 
9.0 mg. in 2 cases. One woman was given 9.0 mg. a 
day initially, since we were anxious to obtain a 
response without delay. In 4 patients, it was possible 
to reduce the dose in step-wise fashion to as little 
as 1.5 mg. daily and to maintain them in an asymp- 


tomatic state for about a month. Two of these 


women discontinued Vallestril of their own accord 
and remained in remission for one and three months 
respectively. 

The amount of Vallestril required for suppression 
of symptoms in the menopausal group was thus 
considerably greater than with any other synthetic 
or natural estrogen. We cannot explain this, particu- 
larly since the dosage necessary to control the 
symptoms in the group with post-menopausal osteo- 
porosis and in the man with prostatic cancer was 
quite comparable with that of stilbestrol, which 
these patients had used previously. 

Once the proper dosage had been determined for 
a particular patient, the time required to obtain a 
response was only a matter of three or four days, 
and almost always less than a week. 


ToxIciTy 


The administration of Vallestril produced no 
toxic symptoms. One patient, who became nau- 
seated when the dose was increased to 7.5 mg. daily, 
had previously reacted in a similar manner to ethinyl 
estradiol. This patient had severe emotional dif- 
ficulties and had failed to respond to a great variety 
of estrogens as well as to Vallestril. No patient 
manifested withdrawal bleeding, mastitis or mastal- 
gia even in doses of 9.0 mg. a day. 


VAGINAL SMEARS 


The effect of Vallestril on the vaginal mucosa was 
evaluated in 9 patients. Of those who showed 
marked vaginal cornification, the response to medi- 
cation was excellent in 2, good in 1, fair in 1 and 
poor in 1. Of the patients with moderate corni- 
fication, 2 showed an excellent, and 1 a good re- 
sponse. One woman with an excellent clinical result 
had only slight vaginal cornification. There was 
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no consistent correlation either between clinical 
improvement and changes in the vaginal epithelium 
or between dose of the compound and degree of 
cornification. In some patients complete cornifica- 
tion was observed several days before the appearance 
of symptomatic relief. 


Twenty-Four-Hour Urinary GONADOTROPHIN 
ExcRETION 


Urinary gonadotrophin determinations performed 
on 2 patients with menopausal symptoms prior to 
initiation of therapy were elevated to the antici- 
pated range, 21 and 33 mouse units per 24 hours, 
respectively. After therapy the second patient 
excreted 10 mouse units of gonadotrophins in the 


NEW SYNTHETIC ESTROGEN — STURNICK AND GARGILL 





833 





it was not possible to determine the dosage that she 
had taken. 

A comparison of the response of menopausal 
symptoms to Vallestril and other estrogens in- 
dicates, at least as far as stilbestrol is concerned, 
that in the therapeutic range there is no significant 
difference in the efficacy of these preparations 
(Table 3). However, the absence of toxic symptoms 
and of withdrawal bleeding indicates that Vallestril 
is a valuable estrogen. 


Discussion 


Vallestril is an effective synthetic estrogen that 
is singularly free from toxic effects and complica- 
tions, especially uterine bleeding. It is a potent 


TaB.e 3. Comparison of Vallestril with Other Estrogens in the Treatment of Patients with Menopausal Symptoms. 











Case No. RESULTS WITH REsULTs WITH REsuLTs WITH REsULTS WITH RESULTS WITH RESULTS WITH 
VALLESTRIL STILBESTROL ETHINYL PREMARIN MonoMEstTROL HEXESTROL 
EsTRaDIOL 

ae 5 Poor Fair 

ee Fair Good* Fair Uncertain* 

i a ee ae Excellent Poor 

| AOS Seen. Good Excellent* 

RS ae Excellent Excellent 

6 sumnceeaes Good Good: 

BP lis cincenescisure ev tare furs Good Fair® Good 

8 Poor Good 

BR Ro scdr tars 2 iSeice f Good 0 

haves scankca esiccls. ots Excellent Excellent 

a: ‘00! ‘oor Poort Poor 

54. tu aie eae eae Excellent 
ee Excellent Excellent 
| RES Se Good Good 

Be iiG-cOse acre ot Fair Fair Goodt 

16: Excellent Goodf Poor 
De aha staie antes: Fair j Excellent 
18 . Excellent Fair 
19 Good Good 
eee: Excellent Poor 





*Medication caused vaginal bleeding. 
{Gastrointestinal symptoms from medication. 
tAnnoying vaginal discharge. 


urine, which is a normal value by the method 
utilized.’ 


Stupies oF RapioacTIvE IopINE UPTAKE 


The effect of Vallestril on thyroid function was 
studied in 2 euthyroid menopausal women by means 
of radioactive iodine (I!*!) tracer technics.* The 
uptake of I'*! by the thyroid gland of these women 
was in the euthyroid range before and several weeks 
after continuous administration of Vallestril in 
therapeutically effective doses. 


CoMPARISON WITH OTHER EsTROGENS 


There were 18 patients with menopausal symp- 
toms who had had an adequate trial of stilbestrol, 
in doses ranging from 0.3 to 1.0 mg. daily. Three 
of these women had withdrarval bleeding, and 2 
had severe nausea. Four patients had received 
ethinyl estradiol in doses varying from 0.02 to 0.05 
mg. This drug produced an annoying vaginal dis- 
charge in 1 case and nausea in another. One woman 
had withdrawal bleeding from monomestrol, but 

*These studies were carried out through the courtesy of Dr. A. S. Freed- 


berg and with the help of Drs. G. Kurland and L, Wolsky, of the Thyroid 
Radiation Clinic, Beth Israel Hospital. 





estrogen in animals, more active than estradiol, 
and is effective both orally and parenterally.!-‘ 
It is excreted in mother’s milk, and is not destroyed 
by the liver. Clinically, it quickly controls meno- 
pausal symptoms, as well as the pain of postmeno- 
pausal osteoporosis and of the osseous metastases 
of prostatic cancer. The beneficial effect of the 
medication appeared within three or four days in 
most menopausal patients. There is also evidence 
that the patient can be maintained in an asympto- 
matic state by a small daily dose, once the meno- 
pausal symptoms are controlled. This has also been 
found to be true in 1 patient with prostatic carci- 
noma and in 1 of 3 women with post-menopausal 
osteoporosis. 

When severe menopausal symptoms make prompt 
relief desirable, the patient should be started on 
9.0 mg. of Vallestril daily for two weeks. If symp- 
toms are relieved the dose can be reduced to 1.5 
mg. three or four times a day for an additional two 
weeks. If improvement continues it may be possible 
to carry the patient on a maintenance dose of 1.5 
to 3.0 mg. a day. After an additional month, it 
should be possible to discontinue Vallestril to de- 
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termine if a remission has been induced or has 
spontaneously ensued. If symptoms recur, it may 
be possible to resume the drug on the lower dosage 
schedule with satisfactory response. 

‘The failure to encounter withdrawal bleeding 
in any patient was most gratifying and may have 
been due to the fact that the doses used were not 


sufficiently great. It was possible to give Vallestril 


to patients who had had alarming vaginal bleeding 
in the past from other estrogens administered in 
daily doses of about a third or a quarter of the dose 
of Vallestril, without reappearance of uterine bleed- 
ing. This advantage of Vallestril is particularly 
baffling in view of the demonstration by Courrier 
and his associates!:* that allenolic acid had greater 
vaginal and uterine effects than estradiol in several 
species of animals. Whether this indicates greater 
inhibitory effects upon the anterior pituitary body 
as compared with its influence on the end organ, 
in the human subject, cannot be stated. We intend 
to study the effect of Vallestril on urinary gonado- 
trophic excretion as well as to compare its end-organ 
effects with those of stilbestrol in several amenor- 
rheic patients. Perhaps these studies will help 
clarify this question. 

Regardless of the possible explanation, this 
characteristic of Vallestril is unique as well as clini- 
cally advantageous. We have not encountered it 
previously in our experience with natural or syn- 
thetic estrogens, all of which have produced with- 
drawal bleeding of considerable extent, particularly 
in menopausal and post-menopausal women. Several 
of the patients in the present study had experienced 
this complication while taking stilbestrol or some 
other estrogen. Uterine bleeding has frequently 
been so severe or persistent as to require curettage 
for control or diagnosis or both. Estrogen therapy 
has often had to be stopped or combined with testos- 
terone to prevent or control this complication. 
For this reason alone, Vallestril is preferentially 
indicated in the therapy of the menopausal syn- 
drome and in other conditions in which estrogens 
have value. 

Of considerable interest also is the response of 
the patient with prostatic cancer to administration 
of Vallestril. This patient had obtained complete 
relief of symptoms ‘from stilbestrol but found it 
necessary to interrupt this therapy for several weeks 
because quite annoying gynecomastia developed 
after the use of stilbestrol for two or three months. 
Since initiation of Vallestril therapy he has experi- 
enced equally complete relief of symptoms without 
the complication of gynecomastia, despite uninter- 
rupted use of the drug for over ten months. This 
suggests predominant inhibitory effects upon the 
anterior pituitary body and calls for further study 
of Vallestril from this point of view. 
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Studies of radioactive iodine uptake in 2 meno- 
pausal women indicated no significant change in 
thyroid function as a result of the administration of 
Vallestril. In the doses utilized, Vallestril appeared 
to exert no influence on thyrotrophin secretion by 
the pituitary body. 


SUMMARY 


A new synthetic estrogen, Vallestril, was adminis- 
tered orally to 28 women with severe menopausal 
symptoms, 1 young woman with acne vulgaris, 3 
women with post-menopausal osteoporosis and 1 
elderly man with prostatic cancer with osseous 
metastases. 

Twelve of the menopausal women had an excel- 
lent result, 8 showed a good response, 5 had fair 
improvement, and 3 had no relief. 

The drug was effective in all cases of post-meno- 
pausal osteoporosis and did not produce uterine 
bleeding. 

It was effective in the male patient with prostatic 
carcinoma without the development of gynecomas- 
tia, which had been troublesome while he was taking 
stilbestrol. 

Most of the patients responded to daily doses of 
4.5 or 6.0 mg. within three or four days of the initia- 
tion of therapy. 

One patient became nauseated while taking 7.5 mg. 
daily. No other evidence of toxicity or withdrawal 
bleeding was encountered. 

The compound produced vaginal cornification, 
but no consistent correlations were observed be- 
tween dosage and degree of cornification or clinical 
improvement. and cornification of the vaginal 
epithelium. 

No alteration in the uptake of radioactive iodine 
by the thyroid gland was observed in 2 patients who 
had taken therapeutically effective doses of Vallestril 
for several weeks. 

The drug compared favorably with other estrogens 
and seemed superior to most by virtue of its lack of 
side effects, particularly production of uterine 
bleeding. 
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NONOPERATIVE REDUCTION OF ACUTE VOLVULUS OF THE SIGMOID 


Epwarp Hamuin, Jr., M.D.* 


BOSTON 


HE incidence of sigmoidal volvulus in the 

United States is so low that few surgeons 
acquire great experience in dealing with it. It is 
reported by most authors as ranging between 1 and 
4 per cent of all cases of intestinal obstruction. At 
the Massachusetts General Hospital in the last 
seventeen years it has been the cause of 2.5 per 
cent of such cases. 

In Eastern Europe and Scandinavia, on the other 
hand, it is reported to be far more common, com- 
prising from 30 to 50 per cent of all cases of intestinal 
obstruction. 

The treatment of sigmoidal volvulus in this 
country has varied somewhat with different authors, 
but by far the commonest form of therapy has been 
detorsion of the sigmoidal loop by means of laparot- 
omy. If gangrene has occurred, exteriorization or 
primary resection, with or without anastomosis, 
has been the rule. Of late, several authors have 
advocated primary resection.2, Cecostomy has 
often been performed, but appears to have no thera- 
peutic merit. The results of these forms of treat- 
ment have been on the whole poor, the reported 
mortality varying from 25 to 50 per cent. At the 
Massachusetts General Hospital in a small series 
prior to 1947 the mortality was 17 per cent. 

In 1947 Bruusgaard,! who was visiting in the 
United States, described a form of therapy that had 
been developed and used in Scandinavian medical 
centers. 

The treatment consisted of attempted reduction 
of the volvulus by means of a rectal tube inserted 
through a sigmoidoscope. The reported results of 
this therapy performed 168 times on 91 patients 
with a total mortality of 14.2 per cent excited con- 
siderable interest in the United States. Already, 
Michel and McCafferty? and Isaacson and Greer‘ 
have been able to report on a combined total of 10 
patients so treated. It is the purpose of this com- 
munication to recount the experience with this form 
of therapy at the Massachusetts General Hospital. 

To establish a baseline, all cases of sigmoidal 
volvulus for the years 1935-1947 were looked up. 
During this period there were 23 patients on whom 
the diagnosis was made. The ages varied from 
thirteen to ninety-four years, with an average of 
fifty-five years. Twenty-two operations were per- 
formed. One patient recovered spontaneously 
after a barium enema. It was a great surprise to 
find that of the surgical procedures, cecostomy was 
performed in 11 cases. Detorsion was done by means 


*Clinical associate in surgery, Harvard Medical School; associate visiting 
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of a laparotomy on 10 occasions, and a resection 
once. 

There were 4 deaths, or a mortality of 17 per cent, 
and 2 patients were found to have gangrenous bowel 
at the time of laparotomy. 

Cecostomy as a therapeutic procedure in sigmoidal 
volvulus is ineffective. It does relieve the concomi- 
tant large-bowel obstruction, but the closed-loop 
obstruction persists. If detorsion is performed, the 
cecostomy is unnecessary, since obstruction has 
been relieved. 

Simple detorsion by means of laparotomy is 
often a life-saving measure. As an operative pro- 
cedure it can be performed quickly, and if a rectal 
tube has been inserted prior to operation, the trapped 
air is rapidly released, usually affording easy closure 
of the abdominal wall. No satisfactory method of 
fixation of the redundant sigmoid to prevent re- 
currence has been described, so that almost all 
patients, because of the considerable tendency for 
volvulus to recur, are advised to have resection of 
the excess sigmoid. 

Few, however, at the Massachusetts General 
Hospital, have availed themselves of this oppor- 
tunity. Primary resection, as advocated recently, 
provides the solution to the problem of recurrence 
and appears on the basis of reports to be a reason- 
ably safe procedure in the hands of a competent 
surgeon. Even the most enthusiastic proponent of 
primary resection, however, will agree that opera- 
tion on a deflated, well prepared bowel is an easier 
and safer proposition. If detorsion and deflation 
of the acute sigmoid volvulus can be accomplished 
by means of a sigmoidoscope and rectal. tube, the 
ideal situation for dealing with the problem may be 
approached. 

At the Massachusetts General Hospital from 1948 
through 1951 the diagnosis of acute sigmoidal 
volvulus was made in 11 patients (Table 1). These 
patients have totaled 14 admissions. The age on 
admission varied from sixteen to eighty-four, with 
an average of sixty years. There have been no 
deaths. Eight operations were performed, of which 
3 were laparotomies for untwisting and 5 were re- 

sections with end-to-end anastomosis. One of the 
resections was done at the time of the acute episode 
because of gangrene, and 4 were done at a time of 
election. In 3 patients the fluoroscopist watched 
the reduction of the volvulus at the time of a barium 
enema. In 8 cases the volvulus was reduced by 
means of a rectal tube passed through a sigmoido- 
scope. In 3 patients this was followed in a few days 
with an elective resection of the sigmoidal loop. 
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It is apparent that sigmoidal volvulus is usually 
reversible, in spite of the opinion most widely held. 
In this small series 3 were reduced by means of 
barium-enema examination and 8 by means of a 
sigmoidoscope and rectal tube. Only 1 patient in 
11 actually required emergency operation. 


TECHNIC 


When the diagnosis has been made or suspected 
by means of history, physical examination and x-ray 
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left in place, once the acute volvulus has been 
detorsioned and deflated, since there is a consider- 
able tendency for immediate retwisting. In my 
opinion resigmoidoscopy is preferable to the pos- 
sible hazard of leaving a foreign body in contact 
with partially devitalized bowel. In 2 cases it was 
necessary to repeat the procedure. 

There is definite danger inherent in the procedure, 
for, as reported by Michel and McCafferty,? it is 
always possible that the twisted bowel through 


Tasie 1. Results of Treatment. 








Case Sex AcE DuRATION OF 
No. Symptoms 
yr. 

1 F 84 2-3 wk 
2 F 73 1 mo. 


TREATMENT 


Sigmoidoscopic reduction 
Sigmoidoscopic reduction 


Sigmoidoscopic reduction 


Attempted sigmoidoscopy 


REsutt 


Patient discharged in 6 days 

Reduction repeated next day; 
patient discharged in 4 
days. 

Laparotomy performed any- 
way; sigmoid found un- 
twisted; later excision of 
sigmoidal loop performed. 

Recovery 


but blood found, so im- 
mediate resection of gan- 


sigmoidal loop 


Sigmoidoscopy showed edema —_—— 


of rectosigmoi 


Laparotomy, untwisting 
Sigmoidoscopic reduction 


Volvulus reduced at time ot 


Volvulus recurred postopera- 

tively and relieved by sigmoid- 
oscopy; resection refused. 

Patient discharged in 1 day 


Resection performed later 


barium enema 


4 M 77 3 days 
grenous 
done 
5 M 57 3 wk. 
6 F 76 1% days 
7 F 76 3 days (onset 
with broken 
hip) 
8 F 16 1 day 
9 F 60 3 days (two 
previous 
laparoto- 
mies for vol- 
vulus) 
10 F 45 2 days 
11 F 35 18 hr. 


Proctoscopic reduction 


Laparotomy and untwisting 
Volvulus reduced during 


Resection of sigmoid 5 days 
later 


Resection performed 


barium enema 





study, sigmoidoscopy should be performed. This 
should be done, if possible, in the knee-chest posi- 
tion. In addition to the considerably greater ease 
and comfort for the operator, it appears likely that 
the volvulus will be able to untwist more readily 
since the weight of the loop will be dependent. 
One volvulus was relieved in the Sims position. 
After the sigmoidoscope has passed the rectal valves, 
the operator should watch for narrowing of the 
lumen, and unless barium has been used it will be 
possible to see mucosal folds corkscrewing to the 
apex of the obstruction. At this point, unless gross 
blood is in evidence, a soft, lubricated rectal tube 
about the diameter of a finger is passed through 
the sigmoidoscope and gently pushed against the 
twisted lumen. Usually, there is almost no resist- 
ance, and the passage of the tube is instantly fol- 
lowed by a rapid and at times almost explosive 
release of air and liquid feces. In 1 case when the 
resistance to the passage of the tube appeared un- 
usually great, further distention of the rectum with 
air apparently loosened the tightness of the twist 
and allowed easy passage of the tube. Bruusgaard! 
and Isaacson and Greer advise that the tube be 





which the tube is passed is gangrenous and that a 
perforation will result. Therefore, if there is evi- 
dence of peritoneal irritation, rebound tenderness, 
greatly diminished peristalsis or a silent abdomen 
or if, as in Case 4 in this series, blood is seen on 
sigmoidoscopy, the safest procedure is immediate 
laparotomy without attempted intubation. 


Case 1. E. H. (MGH 728929), an 84-year-old woman 
living in a rest home, was admitted to the hospital on Feb- 
ruary 14, 1951. She was unable to give a history herself, but 
her physician said that she had been habitually constipated 
but had had a little diarrhea for 2 or 3 weeks. The abdomen 
had become markedly distended. Barium-enema examina- 
tion had unsuccessfully been attempted before admission. 
A plain film of the abdomen taken in the Emergency Ward 
was reported as showing “tremendous dilatation of numerous 
bowel loops that is probably for the most part large bowel; 
the appearance is that of sigmoidal volvulus” (Fig. 1). 
Sigmoidoscopy was performed in the knee-chest position. 
Narrowing of the sigmoid was found. A large, soft-rubber 
catheter was introduced through the instrument, resulting 
in an explosive escape of noxious gases. The abdominal 
distention quickly disappeared, and within 2 days the patient 
had spontaneous bowel movements and appeared to be fully 
recovered, A repeated plain film of the abdomen, taken 3 
hours after the initial one, showed marked deflation of the 
entire bowel (Fig. 2). She was discharged back to the nursing 
home on February 20. 
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Case 2. M. A. (MGH 729524), a 73-year-old woman, was 
admitted to the hospital on February 20, 1951, with the 
complaint of shooting abdominal pains for 1 month. The 
pains had become severe and crampy, and she had been 
vomiting for the 12 hours prior to admission. She had had no 
bowel movement for 4 days. On admission a barium-enema 
examination showed volvulus of the sigmoid. In the Emer- 
gency Ward the sigmoidoscope was passed, and a soft Levine 
tube inserted through the narrow lumen. There was immedi- 
ate deflation of the abdomen. On the following day, because 
of increased distention, the procedure was repeated. The 
patient had no further difficulty and was discharged on 
February 24. 


Case 3. J.B. (MGH 555942), a 74-year-old man, was 
admitted to the hospital on December 28, 1949, complaining 
of abdominal distention of 3 weeks’. duration. The past 
history showed polycythemia vera, renal calculus on the right, 
Paget’s disease and a fracture of the right hip, with nailing. 
Barium-enema examination demonstrated typical findings of 
sigmoidal volvulus. Sigmoidoscopy, with passage of a soft 
rectal tube through the instrument, produced immediate 





Ficure 1. Plain Film of the Abdomen Taken on Admission 
in Case 1. 


deflation of the bowel, with great subjective relief. Despite 
this a laparotomy was done, and the volvulus was found to 
have been reduced. The patient was discharged on January 
20, having been advised to have a resection of the sigmoidal 
loop. He re-entered the hospital on October 17, with abdom- 
inal pain and distention of 1 week’s duration. This episode 
was relieved during the course of a barium enema, after which 
he obtained complete relief. The redundant loop of sigmoid 
was excised on November 27. 


Case 4. J.G. (MGH 664591), a 77-year-old man, was 
admitted to the hospital on June 1, 1949, complaining of 
— abdominal pain of 3 days’ and vomiting of 6 hours’ 

uration. 


Physical examination showed a diffusely tender 
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abdomen, with rebound tenderness. A plain film of the 
abdomen revealed immense distention of the sigmoidal loop, 
and the diagnosis of volvulus of the sigmoid was made. 
Sigmoidoscopy was attempted, but the operator, on noting a 
trickle of blood coming from the narrowed loop of sigmoid, 
wisely desisted from intubation. Accordingly, an operation 
was done, disclosing gangrene of the sigmoidal loop with 
early peritonitis. The bowel was resected, and an end-to-end 
anastomosis and complementary cecostomy performed. 
Pathological examination showed infarction and necrosis of 
the colon. The patient did well after the operation except for 





Ficure 2. Film Taken Shortly after Sigmoidoscopic Re- 
duction of the Voloulus with the Rectal Tube in Case 1. 


the development of an intraperitoneal abscess, which did not 
require drainage. He was discharged on June 28. 


SUMMARY 


The technic of attempted reduction of acute 
sigmoidal volvulus by means of a rectal tube in- 
serted through a sigmoidoscope has been found to 
be of great value at the Massachusetts General 
Hospital. Only 1 of 11 patients required primary 
operation. 


264 Beacon Street 
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A COMPARISON OF THE EFFECT OF VITAMIN B,, WITH THAT OF LIVER EXTRACT IN 
THE TREATMENT OF PERNICIOUS ANEMIA DURING RELAPSE AND FOR MAINTENANCE* 


Wittiam P. Murpuy, M.D.,} and Isanet Howarp, S.B.t 
BOSTON 


INCE the isolation of vitamin B,. from liver and remission have been reported. This report deals 
its extracts by Rickes and his associates! and with these two subjects. 
by Smith,? sufficient evidence of its effectiveness for 
the control of pernicious anemia has been presented Treatment Durinc Retapse 
so that a detailed discussion of this question need Eight patients were treated during relapse with 
not be included here. The early studies of West,’ intramuscular injections of crystalline vitamin By: 


Tas_e 1. Results of Treatment with Crystalline Vitamin Biz during Relapse. 








PATIENT Rep-Ce.t.t Count RETICULOCYTES Daity 
Dosace* 
INITIAL LEVEL IN GAIN IN AVERAGE PEAK DAY OF 
LEVEL 28 pays 28 pays DAILY PEAK 
GAIN 
% microgm. 
See 1,550,000 4,240,000 2,650,000 94,000 33.3 6 2.0 
SS 1,800,000 4,780,000 3,000,000 107,000 32.8 6 2.0 
LS 2,340, 3,320 000 1,000,000 36,000 30.3 7 2.0 
A, Se ee 2,120,000 4,620 000 2,500,000 89,000 18.7 7 1.5 
R. M. . 2,550,0 4,520,000 1,930,000 69,000 26.3 6 1:5 
_ ty, RR eS 2,260,000 4,2€0 000 2,020,000 72,000 15.8 6 1.0 
BOs Ghcpasoeoe sess ,820, 3,910,000 1,090,000 39,000 12.3 7 1.0 
ly Sees 3,010,000 3,860,000 850,000 30,000 14.1 7 1.0 





*Intramuscular injection. 
Spies, West and Reisner® and others have demon-_ Three received daily for ten days 2.0 microgm. and 


strated that vitamin B,. when administered parent- thereafter, on the eleventh and twenty-first days, 
erally will initiate a remission of the anemia and amounts equal to 2.0 microgm. a day up to the 


Taste 2. Results of Treatment with Concentrated Liver Extract during Relapse. 











PaTiENT .* Rep-Ce.ti Count RETICULOCYTES Dairy 
‘ Dose oF 
Liver 
Extract* 
INITIAL LEVEL IN GAIN IN AVERAGE PEAK DAY OF 
LEVEL 28 pays 28 pays DAILY PEAK 
GAIN 

% unit 
J. M. . 1,4°0,000 4,7€0,000 3,280,000 117,000 41.2 6 1 
es 1,500,000 4,490,000 2,950,000 107,000 26.7 5 1 
A 2... 1,610 000 4,460,000 2,850,000 101,000 26.6 6 1 
H. W. . 1,620,000 4,8£0,000 3,260,000 116,000 34.0 5 1 
tt a 1,680,000 4,700,000 3,020,000 108,000 28.0 ‘4 1 
1,730 000 4,780,000 3,050,000 108,000 31.4 6 1 
7D: . 1,780 000 4,680,000 2,500,000 104,000 26.9 6 1 
M. M. . 1,8€0 000 4,210,000 2,350,000 84, 28.1 6 1 
ae 1,500,000 4,170,000 2,270,000 81,000 26.0 7 1 
2,0 0000 4,430,000 2,340.000 84,000 20.8 6 1 
2,220 000 4,920,000 2,700,000 96,000 23.1 5 1 
2,440 000 4,580,000 2,140,000 76,000 21.4 6 1 
NOE, . 1,990,000 4,150,000 2,160,000 76,000 25.2 6 1 
cD. . 2,0°0,000 4,560,000 2,470,000 88,000 28.8 6 1 
LS 2 eer 2,200,000 3,870,000 1,670,000 €0,000 14.6 5 1 
E. W... 2.210,000 4,560,000 2,350,000 84, 33.8 6 1 
a 2,370.000 5,150,000 2,780,000 99,000 20.2 7 1 
sy a 2,4£0,000 4,080,000 1,600,000 57,000 11.2 5 1 
RS et cob babe nei 2,450,000 4,250,000 1,760,000 62,000 10.4 5 1 
SY 2,570,000 5,020,000 2,450,000 88,000 16.0 6 1 
Se 2,720,000 + 4,170,000 1,450,000 51,000 9.5 7 1 
3 2,750.000 4,610,000 1,880,000 67,000 10.2 & 1 
2,760 000 4,810 000 2,050,000 73,000 23 7 1 
ere 2,820,000 4,520,000 1,700,000 60, 7.4 6 1 
i ae 3,010,000 4,910,000 1,500,000 68,000 6.7 6 1 





*Intramusculas injection. 


control the other manifestations of the disease as twenty-eighth day; 2 received, in like manner, 1.5 
liver does when ingested or given parenterally in microgm., and 3 1.0 microgm. for twenty-eight days. 
extract form. Few direct comparisons of these The results of these studies are presented in Table 1. 


effects and few studies of long-term maintenance in For comparison, Table 2 demonstrates the re- 
*From the Medical Service, Peter Bent Brigham Hospital. sults of treatment of 20 patients, representing 25 
“i tapes : eae ere ; pat 

eG le ein Boot Seto School; senior associate in tests) with comparable initial erythrocyte levels 
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treated in the same manner except that refined 
liver extract was given intramuscularly, 1 anti- 
pernicious-anemia unit being supplied daily for 
twenty-eight day periods. The ages of the patients 
in the two series are comparable. Neural involve- 
ment of moderate degree was present in several cases 
of each group but severe, with locomotor difficulty 
of long duration, in only 1 patient of each group 
(patient H. W. of Table 1 and patient E. R. of 
Table 2). 

The peak of the reticulocyte response was some- 
what variable in each series, as might have been 
expected.*»7 Those receiving vitamin B,, therapy 
in any of the three dosages reached the expected 
peak level”? and compared favorably with those of 
the group treated with liver extract. The two pa- 
tients with the highest initial erythrocyte levels who 
were given vitamin B,. had higher reticulocyte 
peaks than those receiving liver extract at com- 
parable initial erythrocyte levels. 

Comparison of the erythrocyte increases of the 
two groups shows an almost uniformly greater in- 
crease at all initial levels in the patients treated with 
liver extract than in those who received vitamin By. 
This difference is particularly notable in patients 
who received only 1.0 microgm. of vitamin By 
and for the patient with severe neural disturbances 
who received 2.0 microgm. daily (H. W. of Table 1). 
This difference in rate of increase is most evident 
by comparison of the figures for the two groups, 
which show the total erythrocyte gain in twenty- 
eight days and the average daily gain. Three of the 
eight patients, or 37.5 per cent, treated with vita- 
min B,y reached red-cell levels of 4,500,000 or 
higher, whereas 16, or 64 per cent, of those treated 
with liver extract did so. Further indication of the 
different rate of increase in the two groups is the 
fact that no patient receiving vitamin B,, reached 
a level of 4,800,000 in the twenty-eight day period, 
whereas 6 of those given liver extract reached this 
or a higher level. 


MAINTENANCE THERAPY 


Eight patients treated with vitamin B, during 
relapse have continued to receive it for maintenance 
therapy. A solution of the crystalline material was 
given during the first six months, an amorphous con- 
centrate* subsequently being used. Six of the group 
have been under continuous observation during a 
period of two and a half years, and 1 for three years, 
and the eighth, after twenty-one months, died at the 
age of eighty-six years as the result of an accident. 
The treatment is given at intervals of one or two 
weeks in such an amount as to supply an average 
daily dose of 1.0 microgm. of vitamin By daily in 4 
patients, 1.5 microgm. in 1 and 2.0 microgm. in 2 
patients. The eighth patient has received her treat- 
ment irregularly, averaging only 0.5 microgm. a day. 


Pama through the courtesy of the Lederle Laboratories, New York 
ity. 
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She also took approximately 60 gm. of liver each 
week. 

The patients all remained in excellent health, with 
average erythrocyte levels within the normal range 
throughout the period of observation (Table 3). 
The patient with the lowest average level, although 
receiving 2.0 microgm. of vitamin B, daily, has 
been previously mentioned as having severe neural 


TaBLe 3. Erythrocyte Levels in Patients Maintained with 
Vitamin By for Two and a Half Years after Relapse. 











PaTIENT DosacE oF AVERAGE Duration 
Vitamin Bu Rep-Ce.i OF 

; Count TREATMENT 
microgm. | mo. 

day 

RM... 0.5 5,000,000 30 
Ec. . 1.0 5,170,000 39 
Buc... 1.0 5,070,000 30 
ALY: |. 1.0 4,730,000 30 
ROG... 1.0 4,750,000 30 
TM. . 1.5 4,670,000 21 
= 2.0 4,880,000 30 
H. W.. 2.0 4,600,000 30 





involvement of many years’ duration (H. W. of 
Table 1). 

Nine patients who had previously been main- 
tained with intramuscular injections of liver extract 
were changed to vitamin B, therapy. Although 
most of this group had been treated for many years, 
only the last few months preceding the change of 
therapy have been used for comparison, as shown in 
Table 4. 

Seven of the group have been observed for three 
years during vitamin B,, therapy; 1, after sixteen 
months, entered an institution for care of the aged 
and so was lost to observation, whereas the ninth 
patient was returned to liver-extract therapy after 
two years because of severe central-nervous-system 
involvement with locomotor difficulty, which ap- 
peared not to be well controlled by the vitamin B,:. 
After six months on liver therapy, during which the 
neural disturbance seemed to have improved, 
follow-up observation was temporarily interrupted 
because of hospitalization owing to an injury. 

The patient with the lowest average erythrocyte 
level during liver-extract therapy (W. O’B. of 
Table 4) lost considerable blood from hemorrhoids 
for several months during the period included but 
has not bled since then. No satisfactory reason was 
known for failure to maintain normal levels with 1 
unit of liver extract a day in another patient (M. M. 
of Table 4) although the dietary intake was known 
to be limited during that period. 


Discussion 


The clinical effect of vitamin B,. both during 
relapse and for maintenance therapy has been in 
general similar to that observed with the use of liver 
extract. The patients treated during relapse noticed 
a striking improvement in strength, appetite and 
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general well-being at about the time of the reticu- 
locyte rise, as has been previously observed® during 
liver therapy, which has continued throughout the 
period of maintenance treatment. Severe neural 
disturbance characterized by locomotor difficulty, 
present for many years in 1 patient of each group, 
has not progressed. The patient with severe loco- 
motor difficulty in the maintenance group, in which 
therapy was changed from liver extract to vitamin 
By, complained of loss of confidence in walking on 
the street, especially in crossing (K. M. of Table 4). 
Although the erythrocyte levels remained well 
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has not been impressive. One patient complained of 
increased itching of the palms of her hands after 
each injection of liver extract (refined beef liver). 
The itching was not aggravated by the injection of 
vitamin B,., and the rash has improved considerably 
since the change of therapy. The occurrence soon 
after injection of vague symptoms that were diffi- 
cult to describe, such as heaviness of the legs, flush- 
ing and throbbing in the head, has been noted in an 
occasional patient treated with either liver extract 
or vitamin By. Crystalline vitamin B,. has been 
tolerated, with no unfavorable reaction, in 1 patient 


TaBie 4. Comparison of Treatment with Liver Extract and Vitamin Bi. 











PATIENT Liver Extract Vitamin Biz 
AVERAGE DOSAGE DURATION AVERAGE DOSAGE DURATION 
RED-CELL OF RED-CELL OF 
COUNT TREATMENT COUNT TREATMENT 
units [day mo. microgm. |day mo. 
K.M. .. 5,030,000 1.4 24 5,350,000 1.0 24 
ae 4,500,000 1.4 30 5,010,000 1.0 36 
BEA... 4,700,000 0.7 40 5,440,000 1.0 36 
) 4,140.000 1.4 30 5,110.000 2.0 16 
M. M. .. 4,070,000 1.0 48 4,850.000 2.0 36 
ras... 4,800,000 2.0 24 5,230.000 2.0 36 
yy 4,400,000 1.4 30 4,880,000 2.0 36 
A, D,... 4,810,000 0.7 32 5,010.000 2.0 36 
W. O’B. . 3,910,000 1.4 24 4,660,000 2.0 36 





above 5,000,000 and no increase of locomotor 
difficulty was observed, his lack of confidence per- 
_sisted. At the end of two years of treatment with 
vitamin By, liver extract was resumed. Although 
his confidence in walking improved during the next 
few months, no definite objective difference could 
be demonstrated. 

The data presented do not make it possible to 
predict conclusively the relative potency of the 
U. S. P. antipernicious-anemia unit of liver extract 
and 1 microgm. of vitamin By. The reticulocyte 
peaks are too variable to be of help in a small group 
of patients. A comparison of the erythrocyte in- 
crease in the two groups treated during relapse and 
of the effect of the maintenance dosage during 
treatment with liver extract and with vitamin By, 
suggests that the effect of 1 U. S. P. unit of liver 
extract is greater than that of 1.0 microgm. of 
vitamin By. It is our belief that 1 U. S. P. unit is 
perhaps equivalent to 1.3 microgm. of vitamin Biz 
as opposed to the 1:1 ratio previously suggested.! ® 

Severe reactions following the use of refined liver 
extracts have been so rare in our experience that 
failure to observe them after vitamin B,, injections 


who was disturbed by both liver extract and vita- 
min By: (amorphous concentrate). Discomfort after 
the injection of either liver extract or vitamin B, 
has occurred rarely and has not been of sufficient 
degree to cause more than transient concern. It is 
interesting, however, that several patients men- 
tioned slight discomfort when their injections were 
changed from liver extract to vitamin B,:, although 
they were not aware that a change had been made. 
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Correction. In Table 2 of the article entitled ‘Hernia through the Incisura 
of the Tentorium Cerebelli in Connection with Craniocerebral Trauma,” by 
Drs. Munro and Sisson, which appeared in the November 6 issue of the Journal, 
the percentage symbol (%) in the column headed ‘‘Total Number of Cases” 


should be deleted. 
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AUTONOMIC ATTACKS — GEOGHEGAN AND MUELLER 





DIENCEPHALIC AUTONOMIC ATTACKS* 
Report of Case with Predominantly Sympathetic Manifestations 


Tuomas Geocuecan, M.D.,} anp Eimer J. Muetier, M.D.t 


DETROIT, MICHIGAN 


PISODIC autonomic hyperfunction represents 
an entity observed experimentally and clini- 
cally in various forms. The effect of cerebral decorti- 
cation resulting in uncontrolled autonomic discharge 
first described by Goltz was further studied by 
Cannon and Britton! and termed “sham rage.” 
The center of this activity was delineated by Bard? 
as in the diencephalon. Details have added to these 
early experiments by studies in animals and human 
beings that establish the hypothalamus as the prin- 
cipal control center for neurovegetative activity.* 
Recently, the autonomic role of certain areas of.the 
cortex has been under scrutiny.*: 5 
Clinical autonomic outbursts resulting from 
lesions’ in the cortex, hypothalamus, and thalamus 
have been reported.*® Autonomic disorders of more 
obscure origin are represented by the hypertensive 
diencephalic syndrome of Page.!° The central origin 
postulated in the syndrome has been questioned." 
The case presented below is one. of paroxysmal 
autonomic attacks of predominantly sympathetic 
activity. In certain aspects, it is dissimilar to pre- 
viously reported cases of ‘organic and functional 
autonomic attacks. The pathogenesis of the patient’s 
attacks has not been demonstrated. 


Case REPORT 


D. O., a 17-year-old farm boy of Norwegian ancestry, 
entered the hospital on July 29, 1951, complaining of inter- 
mittent pain in the feet of increasing severity and of about 8 
years’ duration. His illness consisted of recurring attacks of 
incapacitating,- burning foot pain accompanied by fever. 
Attacks of pain lasting for about 2 hours occurred each after- 
noon or evening during a period of 3 or 4 days. Weeks or 
months elapsed between attacks, which were infrequent in 
cold weather. Hot weather and physical exertion seemed to 
precipitate the attacks; consequently, the patient was unable 
to work steadily on the farm during the summer months when 
his help was needed most. The severity and duration >f these 
episodes had increased progressively, and prior to admission, 
they were at their peak of intensity and frequency. The pa- 
tient and his mother observed that each attack of foot pain 
was accompanied by fever. 

He had had measles and pneumonia at 5 years and chicken- 
pox at 7 years of age. The past history was noncontributory 
in other respects. 

Physical examination upon admission revealed a thin, 
underdeveloped youth who appeared acutely ill. He was 
flushed over the face, neck and upper part of the chest. 
Femoral-artery pulsations were of good volume. The retinal 
arterioles showed some spasm. A Grade III, blowing systolic 
murmur was heard in the left second intercostal space, and 
the murmur was heard with less intensity along the lower 
left sternal border and at the apex. The extremities appeared 
normal. Elsewhere the skin was pale. 

The temperature was 100.2°F. by mouth. The pulse was 
84, and the respirations 18 per minute. The blood pressure 


*From the Henry Ford Hospital. 

tAssistant resident, Department of Surgery, Henry Ford Hospital; 
research fellow, Michigan Heart Association. 
tResident physician, Cardiorespiratory Division, Henry Ford Hospital. 





with the patient in the recumbent position was 180/80 in 
the right arm. 

Preliminary laboratory studies showed a blood count within 
normal limits. Blood serologic tests were negative, as were 
a blood culture and agglutinations for brucella and typhoid 
organisms. The patient continued to run a low-grade fever, 
with post-meridian elevations. Repeated cultures of venous 
blood drawn during periods of fever were negative for patho- 
gens. Leukocytosis never appeared. Usually in the afternoon 
Or evening, coinciding with the temperature elevations, the 
patient experienced an attack of pain in the foot. During 
these periods the blood pressure rose sharply. In the rela- 
tively afebrile periods, however, when the foot pain was ab- 
sent, the patient was normotensive. It was early established, 
therefore, that the hypertension was paroxysmal. 

On the 3d hospital day the patient was seen in one of the 
attacks, which he had alluded to but never accurately de- 
scribed. In the morning and early afternoon he had a tempera- 
ture of 99°F. and a blood pressure of 130/80, and was free of 
symptoms. At 4:15 p.m. the blood pressure was recorded at 
160/80. Fifteen minutes later, while lying in bed reading, 
he complained of a feeling of dizziness. Suddenly, he was 
beset with a severe frontal, nonthrobbing headache. In a 
matter of moments he complained of agonizing, burning pain 
in both feet. The hands felt “numb and picky” though not 
painful. The feet were observed to be sheet-white and cool 
to the touch, whereas the face and chest were warm and 
flushed. The pedal pulses were forceful. The temperature 
at 4:35 p.m. was 101.2°F. by mouth, and the blood pressure 
210/110. At 5:00 p.m., 4% hour after its onset, the attack be- 
gan to subside. The headache was decreasing; the pain in the 
foot was gone, and the blood pressure was 160/90. 

This attack was typical of many that were observed during 
the patient’s hospital course. They occurred usually once in 
the later part of each day. The blood pressure was usually 
about 120/80 when he was comfortable and as high as 212/116 
during an attack. 

The heart murmur, which all but disappeared with deep 
inspiration and varied in intensity with position changes, 
was considered to be a functional murmur. Electrocardio- 
graphic and cardiac fluoroscopic findings were normal. In- 
travenous pyelograms were normal. The basal metabolic 
rate was -4 per cent. Standard urea clearance was 59 cc. 
The postural hypotension and tachycardia test of Smithwick” 
showed strikingly positive results, the patient becoming weak, 
nauseated and faint at the completion of the erect period as 
the blood pressure dropped precipitously to 96/60 and the 
pulse rate rose to 124. The cold-pressor test did not produce 
a response. Benzodioxan in a 15-mg. dose given intravenously 
during a hypertensive period failed to effect a fall in blood 
pressure, but produced a systolic rise equivalent to 20 mm. of 
mercury. Histamine given intravenously in a dose of 0.025 
mg. during a normotensive period produced a fall in blood 
pressure equivalent to 20 mm. of mercury. ;, 

Cerebrospinal-fluid examination was negative. X-ray 
films of the skull were normal. Pneumoencephalography 
yielded normal findings. An electroencephalogram showed a 
predominantly normal alpha record with some 5 to 5% 
per second positive bursts in the sle-p record and with some 
emphasis in voltage over the left hemisphere. 

At this time a diagnosis of autonomic attacks was made. 
When he had returned from the operating room after pneumo- 
encephalography, the patient began to have a typical attack. 
To sedate the patient, who was in extreme distress, 130 mg. of 
sodium phenobarbital, was administered intravenously fol- 
lowed shortly by 100 mg. of Seconal by mouth. This aborted 
the attack. The symptoms disappeared, and the blood pres- 
sure and temperature returned to normal. 

On the following day, August 10, Dilantin in a dosage of 
100 mg. 3 times daily was started. During the remaining days 
in the hospital, the patient was free of fever, hypertension, 
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vasomotor disturbances and foot pain. The parents were 
reluctant to have him remain in the hospital for further ob- 
servation owing to factors of finance and distance from home, 
and he was discharged on August 15. 

The course in the hospital is shown in Figure 1. 

He has continued taking Dilantin and his general condition 
has remained good. Two episodes of foot pain, both associated 








Pulse Temp.°F. 
o--2|——e 







140-4 104-44 
130-4 1034 
1204 1024 










no Seo 4 

1004 1004 : 

904 994 9299! n 

so, v6, “-~¥Y “Vv H /\ v © ah wt Mv aw ‘\ 
704 974 Tf yO, fi : Jw H 
604 96 é AE se 














so 954, 
mf u aaa af EL 
eee s 6 


Ficure 1. Effect of Dilantin Therapy on Pulse and Temper- 
ature. 


with upper respiratory infections, have occurred since dis- 
charge. 


Discussion 


The excruciating pain in the feet, most severe on 
the plantar surfaces in the metatarsal and phal- 
angeal areas, was subjectively indistinguishable 
_ from that of erythromelalgia. Strikingly enough, 
when the hot burning pain was present, the feet 
were cold to the touch even when the patient was 
febrile and his skin elsewhere was warm. This state 
of affairs was observed by Lewis" in his studies on 
the mechanism of burning foot pain. Even more 
paradoxically, in the case reported above, the 
involved extremities were not red, but appeared 
blanched during an attack. The pedal pulses were 
easily palpable. It is interesting that an association 
of erythromelalgia with central-nervous-system dis- 
ease is often mentioned.'*» 15 Lewis,'* who was con- 
vinced that the mechanism of burning pain in the 
extremities is a local one, stated, ‘“There is no 
evidence that in what are called attacks a disturb- 
ance occurs in the central nervous system, such as 
would give rise to an unusual discharge (or inhibi- 
tion) of vasomotor impulse or sensory impulses.” 

The blanching of the patient’s feet during an 
attack was in marked contrast to the intense flush- 
ing of the face, neck and upper part of the chest. 
This vascular response in the blush area is prob- 
ably the result of neurogenic stimulation mediated 
by the cervical sympathetic vessels!®!§ and has 
been observed in a variety of autonomic dysfunc- 
tions.® 7, 10 

The mechanism of hypothalamic temperature 
disturbances has been worked out in detail.!9 20 
Ransom and Clark demonstrated the reduction of 
hypothalamic fever by means of Sodium Pento- 
barbital administration. Barbiturate antagonism 
of hypothalamic hypertension has also been demon- 
strated.” 
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With Dilantin therapy a remission of the patient’s 
signs and symptoms took place. A cause-and-effect 
relation has not been proved in this situation. 
Maintained on Dilantin, however, the boy has done 
well since leaving the hospital, working and attend- 
ing school regularly. The parents have refused to 
discontinue the drug for a control period thus far. 


CoNncLUSIONS 


From analysis of the constituents of the patient’s 
attacks it appears that they represented hyper- 
activity of autonomic function of sympathetic 
nature and probably of central origin. The exact 
mechanism of these attacks and the primary lesion 
involved are unknown. A single focus of activity 
in the hypothalamus could produce a picture such 
as that seen in this case. No direct evidence of 
such a focus is at hand. The role of Dilantin therapy 
requires further study. 

We are indebted to Drs. F. Janney Smith, Richmond W. 


Smith and Robert S. Knighton for advice and criticism in 
the preparation of this paper. 
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‘TUBERCULOSIS 


The past four years, the first of the streptomycin 
era, have seen great changes in the surgical treat- 
ment of tuberculosis. Many of these undoubtedly 
represent progress. As a general rule, they have 
been along the lines of widening indications and 
reducing hazards of resection. A brake to enthu- 
siasm, however, is provided by the words of Morris- 
ton Davies,!% speaking before the Thoracic Society 
of Great Britain in 1948: 

There always has been and will be the feeling of necessity 
to show one’s erudition by doing something. In the past it 
was incantations and the brewing of loathsome concoc- 
tions: then venesection: later, the feeding with slugs and 
snails: then ‘‘yadil’’ by the gallon: tuberculin in all its forms: 
then gold. Now [1948] almost the first question is: Shall 
it be artificial pneumothorax or a pneumoperitoneum or a 
primary thoracoplasty? — this latter only, of course, if 
there is an available surgeon; otherwise it is not considered. 
Soon it will be streptomycin — till the tubercle bacillus 
adopts an additional covering to its (I am told) hypo- 
thetical fatty or lipoid envelope to protect itself against the 
new menace to its existence. 

Lindskog™ has recently expressed his opinion on 
the subject of pulmonary resection in the treatment 
of tuberculosis. There are certain clearly defined 
and acceptable indications for which no apology is 
needed. These are bronchostenosis; bronchiectasis; 
totally destroyed lung, often with empyema and 
bronchopleural fistula; focal round lesions; and 
thoracoplasty failure. Subject to debate are resec- 
tion for minimal and moderately advanced disease, 
and for far-advanced cavitary disease in which care- 
ful medical management is necessary before surgery 
should be considered. 

Thoracoplasty of the so-called modern type re- 
mains, and properly so, the yardstick by which 
resection is measured. There is no question that 
the clinical results of thoracoplasty are good. 
Numerous published series have established this 
fact.1°5-107 Furthermore, advances have been made 
in the technic of staging thoracoplasties, many of 
which are undoubtedly real gains. The reintroduc- 
tion of extrapleural and extrafascial pneumonolysis 
as a first stage may well represent such an advance. 
On the other hand, consideration of the underlying 
pathology, such as that outlined by Chamberlain 
and Klopstock!®* in support of segmental resection, 
carries great weight. Certainly, resection has been 
shown ‘to be a relatively safe procedure.’ Its 


*Instructor in ooreety Harvard Medical School; assistant surgeon, 
lo 
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use as an alternative to thoracoplasty will demand 
the most careful and logical application to the 
individual patient’s problem. There is an unfortu- 
nate tendency to mass production in the treatment 
of tuberculosis and to reliance on long-term statistics 
in what is clearly a chronic disease. To correlate all 
the variables in a disease like tuberculosis is a mani- 
fest impossibility. 

One of the most interesting of the present trends 
is the management of the focal tuberculous lesion, 
often designated “tuberculoma.” Since many of 
these lesions are resected on the basis that cancer 
cannot be excluded, the problem often assumes an 
“academic” importance—no less real because it is 
academic. Ryan, Medlar and Welles'* present the 
pathological rationale for resection of these lesions 
somewhat as follows. Pulmonary tuberculosis is an 
air-borne infectious disease that begins as micro- 
scopic lobular pneumonia. This usually heals un- 
less the process is situated in the upper or posterior 
portion of a lobe, where it is likely to become a 
sloughing, necrotic, caseous focus. This sloughing 
occurs into the bronchial tree, where it may lead to 
areas of pneumonia that are reversible or to other 
necrotic areas that in turn become cavities. Heal- 
ing of the cavities may be difficult. If, therefore, 
localized but irreversibly damaged areas that may 
become cavities can be resected, future endobron- 
chial spread may be avoided. Such areas are 
demonstrable radiologically as focal, usually 
rounded, areas of increased density in the lung 
fields. The authors recommend that these should 
be treated by simple excision, so-called “wedge re- 
section,” with multiple excisions if need be. 

Moyes," reporting the experience at Brompton, 
tends toward an opposite view. He describes three 
patterns of “tuberculoma”: post-primary caseous 
pneumonia; inspissated cavity; and healed primary 
focus. Radiologically, these may with difficulty 
be distinguished from each other and from cancer, 
which is unlikely, however, in the presence of tuber- 
cle bacilli in the sputum, satellite infiltration and 
calcification. Of 34 patients with tuberculoma in 
whom resection was not done, 31 were in good 
health at the end of three to fifteen years. At this 
time, however, 1 had active phthisis, 1 had a ten- 
sion cavity, and 1 had contralateral tuberculosis 
that may well have been unrelated. However, 17 
of the patients at one time or another had shown 
some activity of their disease, with an average 
economic loss of eight months. Usually, the spread 
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of disease was relatively benign. Moyes argues that 
tuberculomas do not represent dangerous “time 
bombs,” nor does he believe that their potential 
instability justifies resection. 

Grenville-Mathers™®> provides evidence that sup- 
ports a contrary view. He followed 23. cases of 
tuberculoma, and of these, 12 showed progression 
during one to seven years of observation. Culver, 
Concannon and MacManus"* conclude that if the 
lesion is well calcified, it usually does not break 
down and that calcification, therefore, is of suffi- 
cient diagnostic and prognostic weight to render 
operation unnecessary. In the absence of calcifica- 
tion, however, operation is generally indicated. 
Mahon and Forsee™? point out that tuberculous 
pneumonia that leads to a rounded shadow is slow 
to calcify or “harden” and may liquefy after many 
years. The problem is clearly not solved, but the 
view that an aggressive attitude should be taken 
toward focal lesions, particularly in young adults, 
is now widely accepted. 

A real advance in the surgery of tuberculosis has 
been the management of tuberculous empyema by 
pleuropneumonectomy. This has been beautifully 
demonstrated by Sarot."® The concept is relatively 
simple and fundamentally sound: the total excision 
of a tuberculous abscess to permit firm healing. In 
this case the abscess involves the pleural space and 
the underlying lung that communicates with it by 
way of a bronchopleural fistula. If the dissection 
is directed entirely to the extrapleural plane, both 
lung and pleural space can be completely excised. 
The procedure is not so formidable as it may appear 
at first glance, and the results are often brilliantly 
successful. When the underlying lung is compara- 
tively sound, as it may be in a tuberculous effusion 
that has followed an ill starred artificial pneu- 
mothorax, decortication of the lung, permitting it 
to expand and fill the pleural space, may suffice." 
20 Extrapleural pneumonectomy and pleurectomy 
have been extended to nontuberculous pulmonary 
infection’ and even to malignant neoplasm with 
pleural seeding.'” The justification of pleurectomy 
on a palliative or curative basis is not clear. 

The search goes on for some nonreactive sub- 
stance to fill the dead space in extrapleural pneu- 
monolysis. Lucite,!”: 14 polyethylene bags,!”5 Fiber- 
glas wool and fabric!?* have had their advocates and 
their critics. Air continues to find its supporters.!27 


EmMPYEMA 


In 1949 Tillett and Sherry’”* described the effect of 
two enzymes or enzyme activators derived from the 
streptococcus upon fibrinous, purulent, and sanguin- 
eous exudates. The enzymes were streptokinase, 
which is a fibrinolysin, and streptodornase, a desoxy- 
ribonuclease that presumably acts upon the nuclei 
of cells. Used in combination, these enzymes will 
effect solution of thick, fibrinous, purulent exudates. 
The clinical application to clotted hemothorax and 
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empyema is immediately apparent. In a series of 
communications, Tillett, Sherry and Read!?9-13 
have described the use of streptokinase-strepto- 
dornase (Varidase) in the treatment of hemothorax, 
postpneumonic empyema and chronic empyema. 
In the first two of these, enzymatic therapy has 
been effective, rivaling surgical decortication in 
convenience, safety and results. In chronic empy- 
ema, on the other hand, the benefits have not been 
convincing, for although the enzymes permit local 
antibiotics to penetrate deeply, they do not affect 
cellular tissue (fibrosis) or collagen. The authors 
are careful to point out that enzymatic decortica- 
tion requires strict attention to detail and an 
energetic program to obliterate the pleural space 
by expansion of the lung. Several injections may be 
necessary, and repeated aspirations are the rule. 
Toxic reactions in the form of fever and local dis- 
comfort are common but usually not serious. There 
has been some hesitation in the use of strepto- 
kinase-streptodornase (Varidase) in the early post- 
operative period after resection. Read! has par- 
tially dispelled this fear by his report of 6 cases in 
which the method was used after lobectomy or 
segmental resection. In no case was a chronic 
fistula created, and there was no evidence of a 
deleterious effect upon an underlying pathologic 
process. 


BRONCHIECTASIS 


Surgical progress in the treatment of bron- 
chiectasis is often measured in terms of the number 
of segments that can be removed without increas- 
ing the disability of a patient. That this may be 
an oversimplification of the problem is seen in the 
report of Lindskog and Alley! of 43 consecutive 
cases of bilateral bronchiectasis considered for 
surgery. They found only 23 suitable for operation, 
and in these bilateral operation was carried out in 
12. Total removal of the disease was possible in 6. 
The authors rightly conclude that “the surgical re- 
habilitation of patients with bilateral disease has 
fallen far short of the brilliant results obtained in 
the group with unilateral bronchiectasis because 
when the disease is bilateral the involvement all 
too frequently is so extensive as not to permit com- 
plete extirpation of all diseased parenchyma.” 
Treatment is necessarily a compromise. That 
surgical treatment in this particular group of pa- 
tients is not innocuous is amply demonstrated by 
Kergin,"* of Toronto. He reports 31 bilateral 
operative programs among 43 patients with bilateral 
disease. There were 4 deaths after operation on the 
second side. 

Perhaps one of the most convincing presentations 
of the place of extensive surgery in the treatment of 
bronchiectasis in children is the report of Pilcher,!** 
of London. This author stresses not only the im- 
portance of an aggressive surgical program but 
also the need for active physiotherapy and general: 
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hygienic measures. Again, proper emphasis is 
placed upon the systemic nature of the disease. 

Although an impressive number of. excellent re- 
sults follow resection for bronchiectasis, it should be 
remembered that radiologic bronchiectasis may 
exist without apparent detriment to the patient or 
certainty of future difficulty. The report of Rose- 
mond et al.!¥6 is of interest in this regard. Of 55 pa- 
tients with known residual disease after incom- 
plete resection, 25 per cent had no cough or symp- 
toms of any kind. At present there can be little 
doubt that the antibiotics, which increase the 
safety of operation, also increase the safety of hav- 
ing the disease. 

In the radiologic diagnosis of bronchiectasis, 
many have expressed dissatisfaction with Lipiodol 
and similar iodized oils for bronchography. In the 
past, water-soluble agents have not proved satis- 
factory, but at present. several such agents are 
finding favor.%7» 188 Whether or not they will 
supplant Lipiodol is highly speculative. 


. Lune ABScEss 


The impression is widely held that antibiotics have 
enormously simplified the treatment of lung abscess. 
Although statistical proof of this has not been pub- 
lished, the experience at Barnes Hospital, reported 
by Bosher,'*® is enlightening. This author reports 
two comparable groups, one of 61 cases selected dur- 
ing the preantibiotic years 1943-1945, in which the 
mortality rate was 36 per cent, and a second of 55 
cases in the years 1946-1948, in which the mortality 
rate had fallen to 16 per cent. In the first group, 38 
out of 61 patients required drainage, and in this 
group the mortality was 42 per cent. In the cases in 
which antibiotics were used, 25 out of 55 patients 
were treated by drainage, with a mortality of 12 
per cent. 


SPONTANEOUS PNEUMOTHORAX 


Brock® has pointed out that recurrence of un- 
complicated spontaneous pneumothorax is probably 
far more common than previous reports suggest. 
Chronicity is an important feature — it is disabling 
and not a matter for complacency. Brock advocates 
thoracoscopy in all recurrent or chronic cases to 
make an exact diagnosis of the causal lesion if pos- 
sible. In his personal series of 71 patients, the fol- 
lowing diagnoses were made by thoracoscopy: gen- 
eralized emphysema, 12 patients; bullous emphy- 
sema, 13; cystic lung, 10; polycystic lung, 1; apical 
bullae, 15; apical scar, 6; torn lung, 2; “cuckoo- 
spit,” 4; and normal lung, 6. For all except large 
cysts and bullae, Brock recommends obliteration of 
the pleurdl space (pleurodesis) by application of 
silver nitrate and active re-expansion of the lung. 
Although the treatment usually causes considerable 
discomfort, he found this to be of relatively short 


duration, and the end results to be satisfactory. 
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For large cysts and bullae, he advises resection and 
describes 8 cases so treated. 

Although talcum-powder insufflation, instillation 
of blood, concentrated glucose solution and similar 
agents to produce a sterile inflammatory response 
have been recommended, the trend has been away 
from pleurodesis toward exploratory thoracotomy 
and repair of the underlying defect. This appears 
logical. Brewer, Dolley and Evans"! have pre- 
sented some of the objections to chemical pleuritis: 
it has a greater morbidity than resection, it is more 
destructive of pulmonary function, and it may en- 
courage persistence of the mechanical defect in the 
lung that has produced the spontaneous pneu- 
mothorax. They report 13 cases with successful out- 
comes after thoracotomy. In a discussion of their 
paper, Blades, whose name has often been linked 
with talcum-powder pleurodesis, agrees that the 
procedure has a place only where diffuse emphysema 
does not permit surgical repair. Blades and his asso- 
ciates! have noted that preoperative and post- 
operative studies of ventilatory function in 4 pa- 
tients showed no consistent loss of function after 
light poudrage. It is a matter of common experi- 
ence, but still surprising, how frequently a_ local- 
ized and remediable cause for spontaneous pneu- 
mothorax can be found. 

Resection has also been found of great value in 
the treatment of giant cysts and emphysematous 
blebs that encroach seriously upon a patient’s 
respiratory space.'-45 Frequently, these lesions 
may be distinguished only with difficulty from an 
extensive pneumothorax. Exploratory thoracotomy 
and excision are now well established as appropriate 
therapy, although Head and Avery™* describe satis- 
factory results after closed intracavitary suction 
drainage (Monaldi) ‘of large emphysematous bullae 
and blebs. This form of treatment they recommend 
particularly in patients who are poor risks. Most 
thoracic surgeons, however, are reluctant to employ 
drainage measures, believing that the risks involved 
equal or exceed those of thoracotomy if treatment 
is indicated. 


Pectus ExcavaTuM 


To a great extent the mechanical problems in- 
volved in the correction of funnel-chest deformity, 
or pectus excavatum, have been solved. Several 
excellent technics have been described and will not 
be repeated here.'47-15 It is surprising, however, 
how few objective data are available to assess the 
functional as opposed to the cosmetic benefits of the 
operation. All are agreed that the cosmetic result, 
with its psychologic implications, may be ample 
justification for operation. The weight of clinical 
opinion also favors the view that physiologic dis- 
ability may accompany the deformity and may in 
large measure be relieved by operation. Certainly, 
the commonly associated symptoms of dyspnea, 
poor exercise tolerance and possibly cardiac arrhyth- 
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mia support this view. Ravitch’ reports a case 
studied by cardiac catheterization in which a pre- 
operative elevation of pressures in the right auricle 
and right ventricle disappeared by the time of 
postoperative evaluation. In other patients he 
found no significant disturbance of circulatory 
dynamics. Brown and Cook"* have observed that 
if the heart is not displaced into the left side of the 
chest, cardiac symptoms are more severe than if it 
is. Electrocardiographic changes are usually non- 
specific and little altered by operation. In a study 
of a limited number of patients, the authors found a 
significant decrease in maximum breathing capac- 
ity to be a relatively constant factor, but other 
ventilatory tests to be equivocal. 


EsopHacus 
Carcinoma 


The present status of resection for carcinoma of 
the esophagus has been clearly defined by Sweet,!™ 
who reports the results of radical surgical extirpa- 
tion in a series of 254 patients operated on during 
the past twelve years. As he points out, the pos- 
sibility of an en bloc removal of significant lymph- 
node-bearing tissue, together with the esophageal 
lesion, increases as one proceeds downward from 
the neck, where it is virtually impossible, to the 
lower end and cardia, where a good “cancer opera- 
tion” is feasible. It is misleading, therefore, to con- 
sider cancer of the esophagus without defining its 
location. With this in mind, Sweet deliberately 
excludes cervical and superior mediastinal esophag- 
eal carcinoma from consideration in his report. Of 
a total of 254 patients undergoing resection, 147 
suffered from carcinoma of the cardiac end of the 
stomach and lower esophagus, and of these 130, or 
88.4 per cent, survived resection. Of the patients 
whose operation was performed five or more years 
before the date of his study and who left the hos- 
pital alive, 17.5 per cent survived for more than 
five years. On the other hand, in a similar calcula- 
tion for a group of 107 patients with carcinoma of 
the midesophagus of whom 81, or 75.7 per cent, left 
the hospital alive, the five-year survival rate was 
only 4 per cent. As might have been expected, the 
presence of involved lymph nodes in the surgical 
specimen greatly lowered the five-year survival 
rate — from 40 per cent to 13 per cent. That 13 
per cent of patients with positive lymph nodes sur- 
vived five years if they survived the operation is in- 
structive and encouraging. In the entire series 43 
deaths occurred as a result of operation, but of 
these only 5 resulted from sepsis, and these were all 
before antibiotics were generally available. Cardiac 
failure accounted for 22 of the deaths — not sur- 
prising in view of the relatively advanced age of 
many of the patients. It is important that this 


series of patients was treated with the conviction 
that resection affords the best method of pallia- 
tion if feasible. Therefore, the survival figures are 
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heavily weighted with the results of unfavorable 
cases. 

The question of palliation in cancer of the esopha- 
gus provoked a lively discussion at a recent meet- 
ing after a paper by Ravitch, Bahnson and Johns! 
in which they argued that the results of resection 
in carcinoma of the esophagus are so discouraging 
as to raise serious question concerning the value of 
direct attack. Palliative gastrostomy has been 
properly abandoned, and simple dilatation with 
radiation therapy has debatable merit. Since the 
prime requisite of any palliative procedure is the 
restoration and maintenance of oral feeding, a 
number of shunting technics might be employed, 
including the use of plastic prostheses.!5* According 
to the authors’ argument, such procedures might 
be expected to carry a lower mortality rate than 
resection and could therefore be applied to a greater 
number of poor-risk patients. Possibly, then, there 
would be a greater number of comfortable patient 
months in a given group of patients at the possible 
expense of an occasional cure. This is a remarkably 
quantitative approach to as qualitative a problem 
as palliation. Furthermore, it is based upon the 
assumption, which is certainly arguable, that by- 
passing procedures are in fact significantly less 
formidable when used alone than when combined 
with resection of the lesion. 

The problem of resection of carcinoma in the 
superior mediastinal and low cervical esophagus 
not only is one of an adequate lymph-node dissec- 
tion in addition to removal of the tumor but also 
represents a real problem in restoring continuity to 
the alimentary tract. The restoration of continuity 
can be managed by a number of different technics, 
the majority of which involve advancing the 
stomach into the neck through either the left or 
the right pleural space.157-!6 Jejunum has been 
recommended by certain authors,!®-!68 both in 
patients with carcinoma and in those with exten- 
sive chemical burns of the esophagus and stricture 
formation for whom virtually total replacement 
of the esophagus may be necessary. There has been 
considerable debate over the relative merits of the 
right and left approach for lesions of the middle and 
upper thirds of the esophagus.!® The approach to 
the esophagus itself is anatomically more direct 
through the right pleural space. On the other hand, 
this approach requires a separate abdominal in- 
cision, though not a separate stage, to permit ade- 
quate mobilization of the stomach or jejunum. It 
also does not permit wide access to the parahiatal 
region, a site of predilection for lymph-node metas- 
tases from esophageal lesions. Obviously, the 
problem can only be settled by the individual prefer- 
ence of the surgeon and the individual problem 
presented by the patient. 

Studies of the detailed anatomy of the esophagus 
have followed in the wake of surgical resection of 
that organ. Three main segments are recognized, — 
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cervical, thoracic and abdominal, — each with its 
arterial supply proper but also with extensive 
anastomotic channels.!7° Shapiro and Robillard'™ 
characterize esophageal circulation as one that is 
shared with trachea, bronchi and diaphragm. 
Many of the studies of functional adequacy of col- 
lateral circulation in the esophagus have been 
tested by the healing of anastomoses after inter- 
ruption of its blood supply.!”-! This has usually 
been done in dogs, providing interesting data but 
applicable only with caution to human patients. 
Butler,!75 of Cambridge University, has presented 
careful and exhaustive descriptions of the esophageal 
veins. These drain into the portal and the systemic 
circuits. Anastomoses between the two are present 
in all layers. 


Benign Obstruction 


Now that a direct surgical approach to the 
esophagus is comparatively safe, the surgeon’s at- 
tention has been increasingly attracted to the 
problem of benign esophageal obstruction. This 
may be considered under four main headings: con- 
genital abnormalities; chemical burns; achalasia 
(cardiospasm, idiopathic dilatation of the esopha- 
gus and so forth); and esophagitis, with or without 
hiatus hernia. The first and second categories need 
no attention here, for although each is of consider- 
able interest, there have been no startling develop- 
ments in their regard since the last report four years 
ago. For that matter, not a great deal of decisive 
importance has been settled in the treatment of 
achalasia. 

Olsen et al.!76 indicate the place and efficacy of 
endoscopic treatment of achalasia or, as they pre- 
fer to call it, “cardiospasm” in their analysis of 
twelve-year experience with this disease (1935-1946) 
at the Mayo Clinic. In summary, 555 patients were 
treated by hydrostatic dilatation. Of these, 452 have 
been traced. Of the traced patients, 272, or 60 per 
cent, were relieved and have had no recurrence in 
the four-year to sixteen-year follow-up period. 
Ninety-four required a second course of dilatation, 
with satisfactory results in 36. Twenty-six received 
three or more courses of treatment, with satisfactory 
relief in 5. There were a few serious complications. 
Significant bleeding occurred in 7, aspiration pneu- 
monitis in 6, and rupture of the esophageal wall in 
10 (with 2 deaths), but, as the authors point out, to 
be effective, dilatation must not be half-hearted. 
During the same twelve-year period, a direct sur- 
gical approach was used in 23 patients. Since this 
involved a variety of operative maneuvers, no 
firm opinion could be formed about any given 
procedure. 

A discussion of the correct surgical approach to 
achalasia turns upon interpretation of the path- 


ologic physiology of this disease. Two features are . 


commonly described. One is a lack of Auerbach’s 
plexus in the esophagus of patients with achalasia’”’; 
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why this defect yields satisfactorily in so many 
cases to one dilatation is not clear. The second is the 
presence of a hypertrophied circular muscle at 
the lower end of the esophagus. Kay!”* describes 
this to be a regular feature. Sweet,!79 on the other 
hand, finds that it is present in only 10 to 15 per 
cent of cases, and then it is associated with attacks of 
intermittent subxiphoid pain and only moderate as 
opposed to marked dilatation of the esophagus. 
The presence of a hypertrophied “sphincter” is the 
basis of the widely accepted Heller operation, 
which consists of longitudinal incision of the mus- 
cularis down to but not through the mucosa and 
which is similar to a Ramstedt pylorotomy. Sweet 
accepts this as reasonable if a hypertrophied cir- 
cular muscle is found but, in the majority of cases, 
has found complete longitudinal incision and cir- 
cumferential closure to be the simplest and most 
satisfactory method of dealing with the problem. 
Resection and esophagogastrostomy may be indi- 
cated in certain cases of achalasia, but to date 
experience with this has been disappointing. 

Wangensteen!®° has reported what he designates 
a “physiologic” operation for mega-esophagus in 
which there is an additional element of pyloric ob- 
struction. Operation consists of median sternotomy, 
resection of the lower end of the esophagus and all 
the stomach except the antrum, esophagogas- 
trostomy and Ramstedt pylorotomy. After this 
formidable procedure, 7 patients were considered 
to be doing well, although 2 required occasional 
postoperative dilatations. 

The problem of benign stricture of the esophagus 
with esophagitis is an important one, particularly 
in a cancer-conscious age. Dysphagia is the out- 
standing symptom, but in contrast to cancer, the 
accompanying regurgitation is at times that of acid 
gastric juice, and heartburn is common. If ulcera- 
tion is present, substernal or subxiphoid pain is 
frequently observed. The radiologic picture of a 
benign stricture is reasonably characteristic but 
not to the absolute exclusion of carcinoma. An 
interesting relation is that of benign stricture of 
the esophagus with esophagitis to hiatus hernia 
and duodenal ulcer. This was noted by Benedict 
and Sweet,!*! who found an associated hiatus 
hernia in 37 and duodenal ulcer in 20 of 60 pa- 
tients with benign stricture on the basis of esopha- 
gitis. 

Barrett!® has presented a masterful review of the 
subject, pointing out that chronic peptic ulcera- 
tion of the esophagus and esophagitis are not 
synonymous. The latter, which may present super- 
ficial ulcerations, is the result of the digestive action 
of gastric juice upon squamous epithelium. The 
resultant inflammation is like that seen on the 
abdominal wall adjacent to a gastric fistula. The 
best term for it, he believes, is suggested by Alli- 
son — namely, “reflux esophagitis.” Chronic pep- 
tic ulceration of the esophagus, Barrett maintains, 
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is in reality a gastric ulcer in a mediastinal gastric 
pouch that has been drawn up into a hernial sac. 
Such gastric ulcers are similar in all respects to 
gastric ulcers of the stomach proper and are liable 
to the same complications, particularly bleeding 
and perforation. 

In a highly significant paper, Allison!® discusses 
“reflux esophagitis” and its relation to sliding 
hiatus hernia. The importance of gastric reflux he 
has confirmed by observations made during esopha- 
goscopy and during fluoroscopy. He has demon- 
strated the sliding nature of hiatus hernia by affix- 
ing small silver clips to the esophagogastric mucosal 
line of demarcation and then observing fluoro- 
scopically changes of position of the clip in relation 
to the diaphragm. He advocates repair of the 
hernia if symptoms of reflux esophagitis — heart- 
burn, regurgitation and dysphagia — are present 
before periesophageal inflammation and _ fibrosis 
occur. He believes that it is not the abdominal 
position of the stomach that is important, but the 
functional competence of the cardiac sphincter, 
which in turn depends upon the “‘sling”’ effect of the 
right crus of the diaphragm. The anatomic key to 
operation lies in approximation of these crural 
fibers posteriorly. Allison describes two basic types 
of hiatus hernia: paraesophageal or “rolling” type; 
and a sliding variety. In the former, a preformed 
sac lies anterior to the true hiatus, and this sac may 
enlarge in a manner similar to inguinal hernial 
sacs. Symptoms of this variety are usually those 
of incarceration, not regurgitation, which is a 
feature of the second or sliding type. Of 204 pa- 
tients with hiatus hernia whom he had seen in the 
past five years, 176 suffered from the sliding variety. 
Of these, 63 had chronic esophageal ulcers with 
stenosis, and 73 had esophagitis but no stenosis. 
Repair of the hernia was carried out in 33 of the 
latter, with 1 death from coronary thrombosis, 1 
recurrence and 1 postoperative esophagitis. Of 
the 63 who had hiatus hernia and, in addition, 
cicatricial stenosis, resection was performed in 15, 
with esophagojejunostomy to restore continuity. 
All these patients were reported to be alive and well. 

Sweet!™ prefers the term “parahiatal’” to the 
term paraesophageal and agrees with the concept of 
a sliding hernia rather than that of a short esopha- 
gus. In a personal series of 111 consecutive cases 
repaired by transthoracic operation without a 
death, he found 87 per cent to be of the sliding and 
6 per cent of the parahiatal type. The remainder 
represented combined types. Indications for opera- 
tion were intractable pain or distress, bleeding and 
occasionally obstruction. In only 4 patients did he 
find a truly short esophagus that could not be re- 
stored to a proper length that would allow the 
cardia to be placed beneath the diaphragm. Al- 
though recognizing the importance of recreating a 
proper hiatus, Sweet stresses the intradiaphragmatic 








Nov. 27, 1952 


position of the cardia as a most important feature 
of the surgical repair of hiatus hernia. 

The problem of replacing the cardia below the 
diaphragm led Merendino, Varco and Wangen- 
steen!®5 to advocate forward displacement of a 
short esophagus into a new diaphragmatic orifice. 
Effler and Ballinger!** agree with the usefulness of 
this method in the occasional case. 

Husfeldt, Thomsen and Wamberg,!*? of Copen- 
hagen, have reported an interesting series of 24 
cases of hiatus hernia and short esophagus in 
young children. Symptoms, which usually began 
during the neonatal period, consisted of vomiting, 
hemorrhage and dysphagia leading to significant 
malnutrition. The authors found it most difficult 
to control the symptoms without operation, and 
this they advocate early, before secondary changes 
occur that may prevent reduction of the stomach to 
the abdominal cavity. 

It is most interesting to see the problem -of sur- 
gical treatment of hiatus hernia undergoing, in the 
past few years, the technical evolution that in- 
guinal herniorrhaphy went through toward the 
close of the last century. To complicate the matter, 
however, is the problem of esophagitis and esoph- 
ageal obstruction, which almost certainly is 
closely related to duodenal ulcer and the ulcer 
diathesis. By far the majority of benign obstructions 
of the esophagus can be managed conservatively by 
a careful “ulcer regimen,” possibly with the addi- 
tion of mechanical dilatation from time to time. In 
a certain number of patients, particularly if there is 
a duodenal ulcer in association, the surgical measures 
usually employed for such an ulcer may be of value. 
At present, however, there seems to be greater logic 
in attempting to eliminate regurgitation by the re- 
pair of a mechanical defect such as a hiatus hernia 
before irreversible scarring has taken place. When 
an irreversible scar is present and conservative 
measures fail, radical resection with re-establish- 
ment of continuity by esophagogastric or esoph- 
agojejunal anastomoses remains the treatment of 
choice. 


SuRGICAL TECHNIC 


In the course of this progress report an effort has 
been made to avoid detailed consideration of the 
technics of thoracic surgery. Two excellent books 
on the subject have appeared recently, one by 
Sweet,!” and the other by Johnson and Kirby.'** 
Both volumes are clear and complete guides to what 
may be considered the standard operations of tho- 
racic surgery. 
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SEVEN-YEAR SURVIVAL AFTER RADIATION 
THERAPY IN A PATIENT WITH INOPERABLE 
CANCER OF THE LUNG* 
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NEW YORK CITY 
LTHOUGH it has repeatedly been stated that 


surgical excision offers the only hope for the 
patient with cancer of the lung, well documented 





Figure 1. Photomicrograph of Pee Biopsy Speci- 
men (Taken on May 11,1 45), Showing an Invasive Bronchial 
Cancer. 


case reports!-> have established the fact that radia- 
tion therapy can control such tumors. It is conceded 
that a resectable lesion can best be treated by 
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extirpation, but the cases that are beyond the 
limits of surgical cure are also to be taken into 
account. The following case report illustrates the 
value of radiation therapy in nonresectable cancer 
of the lung. 


Case’ REporT 


A 42-year-old man (NYH 212160) was —< to the 
hospital on May 3, 1945. He complained of cough, a 25-pound 
weight loss and fever occurring during the 2-month period 





- Ficure 2. Conventional Roentgenogram of the Chest aot 


on June 20, 1952), Showin, mg Fibrotic Changes in the R 
Hilus and Also Multiple Healed Rib Fractures Thought ; 
Have Been a Post-Irradiation Effect. 


prior to hospitalization. He weighed 72.8 kg. He had smoked 
at least 10 cigarettes a day for over 20 years. 

Physical examination showed dullness to percussion over 
the right base, with diminished tactile and vocal fremitus in 
the same area. Fluoroscopy and roentgenography of the 
chest revealed the presence of an infiltrative process in the 
right-lower-lung field associated with right pleural effusion. 
Bronchoscopy demonstrated “a partially obstructing, fungat- 
ing red lesion with a whitish central area in the right main 
bronchus.” Biopsy of this lesion (Fig. 1) was reported (in 
part) as follows: “this tumor is definitely carcinomatous in 
its appearance, exhibiting numerous mitotic figures. . . .It is 
apparently very malignant (diagnosis: rapidly agen f 
epidermoid carcinoma).” The section was reviewed in 1952, 
and the same impression obtained. 
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On May 31, exploratory thoracotomy was carried out. A 
tumor, about 4 cm. in diameter, was palpated in the medial 
portion of the right upper lobe. Enlarged hilar, mediastinal 
and tracheal lymph nodes were encountered. Those in the 
hilar area were immobile and intimately associated with the 
great vessels. The lesion was judged to be unresectable, 
and closure was carried out, no tissue having been removed. 
The immediate postoperative course was uneventful, and the 
patient was referred for radiation the:apy on June 4. 

X-ray treatments were given between June 4 and 27. 
Two anterior and 2 posterior chest portals (14 by 7 cm. each) 
were used. A *'-KV self-rectified therapy unit was em- 





Ficure 3. Angiocardiogram (Taken on March 13, 1951), 
in Frontal Projection, Exposure at Thrée Seconds after In- 
jection. 

There is compiete occlusion of the right pulmonary artery, and the 
heart and mediastinum are retracted toward the right side. 


ployed, with a 0.5-mm. copper filter and 1.4-mm. copper 
HVL. The target-skfn distance was 70 cm. The number of 
treatment visits was 20, and the dosage per visit was 300 r in 
air to each of 2 portals; the total dosage to each portal was 
3000 r in air. The calculated skin dose per portal was 3900 r, 
and the calculated tumor dose 3840 r (unit-density tables). 
The estimated tumor dose (allowing for transmission through 
the lung) was 5000 to 6000r. 

During the 7 years that followed, the patient suffered no 
unusual symptoms other than chronic nonproductive cough. 
In 1950 spontaneous fractures of the right 6th to 9th ribs 
posteriorly occurred. The fractures were in a line that co- 
incided with the junction of the two posterior portals (Fig. 
2). It is peentces Yo to assume that the fractures were a result 
of radiation in view of their location and since spontaneous 
healing took place. 

Angiocardiography on March 13, 1951, approximately 6 
years after x-ray therapy, showed complete occlusion of the 
right pulmonary artery (Fig. 3). The significance of this 
occlusion is not known. The superior vena cava was distorted 
and retracted toward the right (as was the aorta), partially 
accounting for the hilar density seen on conventional roent- 
ery. 

When last seen (July, 1952) the patient was alive and a 
parently well, the only complaint being occasional cough. 
Since treatment he has continued with his daily work as a 
taxi driver in New York City. He weighed 76 keg. 


MEDICAL INTELLIGENCE — DEXTER 








ConcLusIons 


In the treatment of cancer of the lung, radiation 
therapy should be regarded as more than a palliative 
measure. The seven-year survival of this patient 
after irradiation of a proved unresectable cancer of 
the lung constitutes adequate proof of this conten- 
tion. Radiation therapy is recommended when 
there is evidence, either preoperatively or at ex- 
ploration, that adequate resection of a tumor is 
not feasible. 


525 East 68th Street 
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CONGENITAL DEFECTS OF THE HEART IN 
HIGH ALTITUDES 


Lewis Dexter, M.D.* 
BOSTON 


IHE recent Medical Progress report on the ex- 
perimental production of anomalies by Ingalls, 
Curley and Prindlef interests me greatly because 
the teratogenic agent employed was anoxia brought 
about by lowering atmospheric pressure. 

Recently, while traveling in Central and South 
America; I became much impressed with clinical and 
epidemiologic evidence in both Mexico and Peru 
suggesting the effect of high altitude on certain con- 
genital defects. What other factors are at play is 
difficult to say, because a number are obviously in- 
volved. 

In Mexico City (altitude 7500 feet) Dr. Rudolfo 
Lim6n told me that the tetralogy of Fallot is ex- 
tremely rare, possibly because patients with this 
condition die in infancy. Patent ductus arteriosus, 
on the other hand, is common — whether statisti- 
cally more so than in other parts of the world I do 
not know. Dr. Limén has studied these patients 
carefully and has demonstrated the common occur- 
rence of severe pulmonary vascular disease, which 
is not seen at sea level except with huge ductuses at 
an age of thirty years or more. In Mexico City pa- 
tients have severe pulmonary hypertension with 
small ductuses even in infancy, possibly represent- 
ing a synergism between the hypoxia of altitude and 
the increased pulmonary blood flow from the patent 
ductus. 

In Lima, Peru, which is only about 500 feet above 
sea level, Dr. Victor Alzamora, in the Hospital “‘Dos 


*Assistant professor of medicine and tutor in medicine, Harvard Medical 
School; physician, Peter Bent Brigham Hospital. 
tIngalls, T. H., Curley, F. J., and Prindle, 


R. A. Experimental pro- 
duction of congenital anomalies. New Eng. J. Med. 247: 


758-768, 1952. 
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de Mayo,” which is the large city hospital compar- 
able in its patient material to the Boston City Hos- 
pital, has encountered in the last few years only 8 
cases of patent ductus arteriosus from the city of 
Lima — an incidence of about 0.8 per 100,000 
population. He has also encountered approximately 
30 patients, all of whom were born at an altitude of 
3000 meters (about 10,000 feet) or more. Of these, 
17 have come from a particular district, Junin, 
whose population is known, and the incidence in 
the district of Junin is, accordingly, at least 3 per 
100,000 — that is, four times that in Lima. The 
figures are well “stacked” against the Junin group in 
one sense. The number of people coming from that 
district to the city is undoubtedly much smaller than 
that of the group in Lima, who have hospital facili- 
ties readily available. On the other hand, it is pos- 
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sible that it is the patients in this high-altitude 
group, as in Mexico City, who manifest the more 
serious complication of pulmonary hypertension, 
which makes them sicker and therefore makes them 
seek medical aid more than the patients in Lima, 
who, I am quite sure, do not often have this complica- 
tion. 

One can criticize these figures, but the implica- 
tion is strong that high altitude somehow or other 
affects the persistency of patent ductus arteriosus. 
I tried to find out what diseases occur in those high 
altitudes. Except for typhus, communicable dis- 
eases are not common. Rheumatic fever occurs, 
but is not very common; subacute bacterial endo- 
carditis is extraordinarily rare. The eruptive dis- 
eases, such as German measles, are practically non- 
existent. 
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CASE 38481 


PRESENTATION OF CASE 


First admission. A thirty-year-old man entered 
the hospital because of orthopnea and ankle swelling. 

At ten years of age the patient was hospitalized 
for two months because of rheumatic fever. During 
this period he had migratory arthritis and was 
told that he had an enlarged heart. He was kept 
out of school for a year, but thereafter he resumed 
full activity except for organized sports and re- 
mained symptom free. He had a job involving 
heavy manual labor from the age of eighteen to 
twenty-five, when he had for the first time an acute 
episode of paroxysmal nocturnal dyspnea, palpita- 
tions, edema and ascites because of which. he was 
hospitalized for a month. He responded well to 
mercurial diuretics and digitoxin, with relief of 
symptoms, and worked regularly as a truck driver 
until one year before admission, when a severe 
upper respiratory infection and nonproductive 
cough followed by marked leg and abdominal 
swelling, and orthopnea developed. These symp- 
toms were relieved by two mercurial injections and 
a low-salt diet. Six months before entry leg swelling 





and dyspnea recurred, and were relieved only temp- 
orarily by mercurial injections, which were required 
frequently during the following period. Despite this 
he continued his work until the day of admission. 
For the five years before entry he had been taking 
digitoxin, 0.2 mg. every day, but he had not fol- 
lowed regularly the prescribed low-salt diet. The 
past history was otherwise noncontributory. 

Physical examination revealed a tall man who was 
perspiring, sitting upright and markedly dyspneic. 
The neck veins were well distended, and there was 
a deep, sustained systolic pulsation. The lungs were 
clear to percussion, and there were moist rales at 
both bases. The heart was markedly enlarged, with 
the left border at the anterior axillary line in the 
sixth intercostal space. The rhythm was totally 
irregular at a rate of 52. At the apex there was a 
harsh, Grade 4, systolic murmur with a faint thrill 
and a Grade 2, low, diastolic ramble. A Grade 4, 
systolic and a medium-pitched, Grade 3, diastolic 
murmur were heard to the right of the lower end of 
the sternum. The pulmonic second sound was greater 
than the aortic. The abdomen was markedly dis- 
tended and had a fluid wave. The liver edge was 4 
fingerbreadths below the costal margin, slightly 
tender and once seemed to be pulsating. The spleen 
was not palpable. There was +-+-+-++ edema in- 
volving both lower legs and the external genitalia. 

The temperature was 97°F., the pulse 60, and the 
respirations 20. The blood pressure was 120 systolic, 
60 diastolic. 

The urine had a specific gravity of 1.017 and was 
normal. Examination of the blood revealed a hemo- 
globin of 14 gm. per 100 cc. and a white-cell count 
of 10,200, with 80 per cent neutrophils, 18 per cent 
lymphocytes and 2 per cent eosinophils. The sodium 
was 141.4 milliequiv., the chloride 103 milliequiv., 
the carbon dioxide 32.2 milliequiv. and the potas- 
sium 4.8 milliequiv. per liter; the nonprotein nitro- 
gen was 25 mg., and the total protein 4.32 gm. per 
100 cc., with an albumin-globulin ratio of 2.2. A 
bromsulfalein test showed 9 per cent retention of 











Vol. 


the 


stra 
of | 
vol 


rig] 
roe 
efft 
of | 
wel 
of » 
hez 
ber 
wa 
an 
vel 
wil 


_—- = la 





lo mill @) 








itude 
more 
sion, 
them 
ima, 
Dlica- 


Dlica- 
other 
iosus. 

high 
- dis- 
curs, 
>ndo- 


: dis- 


non- 











Vol. 247 No. 22 


the dye. The blood pH was 7.42. A stool was 
guaiac negative. An electrocardiogram demon- 
strated auricular fibrillation with a ventricular rate 
of 80, a QRS interval of 0.12 second and normal 
voltage. The ST segments of Leads 2, 3, AVF and 
V3, Vs, Vs and Ve. were depressed. A pattern of 
right-bundle-branch block was present. A chest 
roentgenogram revealed a moderate-sized pleural 
effusion on the right and probably a small amount 
of fluid on the left (Fig. 1). The pulmonary vessels 
were prominent throughout. The undivided portion 
of the pulmonary artery was greatly enlarged. The 
heart appeared grossly enlarged, the largest cham- 
bers being the left auricle and right ventricle. There 
was a suggestion of enlargement of the right auricle 
and a definite indication of enlargement of the left 
ventricle. The aortic knob was considered to be 
within normal limits. There was no evidence of 





Ficure 1. 


pericardial fluid, but there was calcification in one 
of the valves, probably the mitral. Atelectasis was 
noted in the right middle lobe, and the left main 
bronchus was displaced upward and narrowed by 
the enlarged left auricle. The -venous pressure was 
equivalent to 158 mm. of water, with a fluctuation 
of 2 to 4 mm. The circulation time, arm-to-tongue 
method with Decholin, was 35 seconds. 

In the hospital on a low-salt diet, digitoxin, 
cation-exchange resins and mercurial diuretics, 
the patient had lost 17 pounds and was greatly 
improved symptomatically after two weeks. 

Second admission (five months later). After dis- 
charge from the hospital the patient was treated 
by the Cardiac Clinic with daily digitoxin and 
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injections of Mercuhydrin one to three times weekly. 
On this regimen he was able to continue work as a 
truck driver until one month before entry, when he 
noticed gradual increase of shortness of breath on 
exertion and progressive swelling of the legs. He 
had gained 9 pounds and for the week before ad- 
mission had required 4 sleeping pills instead of the 
usual 2. He received mercurial injections every other 
day at the Cardiac Clinic without improvement of 
symptoms, and he was readmitted to the hospital. 

At this time physical examination, electrocardio- 
gram, chest roentgenograms and the determinations 
of the chemicals in the blood showed no appreciable 
change. However, a stool specimen was guaiac 
positive, and a subsequent gastrointestinal series 
revealed a duodenal deformity without demonstra- 
tion of a crater. During a chest tap 1050 cc. of 
pleural fluid having a specific gravity of 1.006 was 
withdrawn. The patient remained in the hospital 
for about a month and was discharged symptomat- 
ically much improved. 

Third admission (five months later). After dis- 
charge the patient was followed in the Cardiac 
Clinic regularly. A phonocardiogram revealed a 
systolic murmur in all areas but most intense at 
the apex, a low-frequency diastolic murmur at the 
apex, a faint diastolic murmur at the fourth left 
intercostal space and a moderate, high-frequency 
mid-diastolic murmur in the fourth right interspace 
that occurred with collapse of the venous pulse. 
There was a pulmonary or aortic diastolic blow in 
the left upper sternal region. The venous pressure 
was abnormal, showing systolic pulsation rather 
than collapse, with a plateau type of curve. The 
patient stayed home most of the time and continued 
to improve until about three months before admis- 
sion, when the ankles gradually became more edema- 
tous and the abdomen began to swell; however, 
there was no sign of increasing dyspnea. He was 
treated as before and was discharged fifty days 
later markedly improved. 

Final admission (four months later). After dis- 
charge the patient was again followed in the Cardiac 
Clinic, but in spite of regular treatment edema 
became increasingly worse. A roentgenogram of 
the chest and an electrocardiogram again failed to 
show any appreciable change (Fig. 2). In the two 
weeks before entry edema and ascites became worse, 
and paranoid delusions developed. Physical findings 
were essentially as before except for increased pleural 
fluid bilaterally and severe peripheral edema. Urin- 
alysis was negative. The blood hemoglobin was 
11 gm. per 100 cc. The serum nonprotein nitrogen 
was 78 mg. per 100 cc., and the sodium 117.3 millie- 
quiv., the chloride 87 milliequiv., the potassium 
5.6 milliequiv., and the carbon dioxide 27.5 millie- 
quiv. per liter. A stool guaiac test was positive. 
X-ray films of the chest disclosed definite evidence 
of increased pulmonary congestion. 
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The patient’s mental status improved during the 
first two days; however, he gradually became more 
restless, disoriented and combative, and after a 
final attack of dyspnea and gasping he died on the 
ninth hospital day. 


DIFFERENTIAL DIAGNOSIS 


Dr. Gorpon S. Myers*: May I see the x-ray 
films, first? 

Dr. Stantey M. Wyman: The films taken during 
the initial hospital entry show great cardiac enlarge- 
ment, which extends both to the right and to the 
left of the midline (Fig. 1). The elevated, compressed 
left main bronchus is well seen in the heavily pene- 
trated film, and that is quite consistent with a 
greatly enlarged left auricle or with a left auricle 





Ficure 2. 


that is pushed backward by a large right ventricle. 
The enlargement of the heart is by no means charac- 
teristic; I think it must involve all chambers, the 
left auricle and probably right ventricle particularly. 
The fluid in the right pleural space and to a less 
degree in the left is well seen. There is a great en- 
gorgement of the hilar vessels, and the undivided 
portion of the pulmonary artery is quite large. I 
do not see the calcification in the valve described 
in the protocol. This was probably a fluoroscopic 
observation. Films taken about five months later 
show progression of cardiac enlargement, increase 
in the amount of fluid in the pleural spaces and in- 
crease in pulmonary congestion. Shortly there- 
after and again on the final examination the same 
condition prevails (Fig. 2). The recorded deformity 


*Assistant physician, Massachusetts General Hospital. 
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of the duodenal cap is present but is not striking on 
the films we have at hand. I am not certain that 
we can say this man had a duodenal ulcer. 

Dr. Myers: What would you say about the 
size of the right auricle, the superior vena cava and 
the azygos vein? 

Dr. Wyman: I think the right auricle may be 
enlarged although I do not know how to determine 
that with assurance by plain films. The fact that 
the azygos vein becomes more prominent during the 
course of the examinations suggests an increase in 
venous pressure. The superior vena cava is probably 
larger than it was in the original examination; this 
is also evidence for the same thesis. 

Dr. Myers: Do you think that, in addition to 
atelectasis, there is a possibility of a pulmonary 
infarct? 

Dr. Wyman: I think there is a suggestive shadow 
in the right-lower-lung field. I had purposely steered 
away from that because I think it is difficult to de- 
termine the presence of an infarct in the presence 
of so much pulmonary congestion; I cannot exclude 
an infarct or infarcts. 

Dr. Myers: Do you think in the later examina- 
tion there is a strong possibility. of pericardial 
effusion in addition to the chest effusion? 

Dr. Wyman: It is a possibility.. The diagnosis 
could be made only by the fluoroscopist, by greatly 
diminished or absent pulsation. 

Dr. Myers: It seems to me that there is a real 
increase in size of the main pulmonary artery and 
its branches between the first and last examinations. 

Dr. Wyman: These last two films are quite a bit 
less heavily penetrated than the early films. The 
contour is increased in prominence, but I think the 
diaphragm has risen with ascites; the heart lies 
more transversely, and all the chest contents are 
being distorted. I do not know how much of this 
is due to a real increase in size and how much to 
re-arrangement. 

Dr. Myers: To review briefly the clinical prob- 
lem, this thirty-year-old man with a history of 
rheumatic fever in childhood had his first symptom 
of congestive failure about five years before the 
initial admission to the hospital and survived about 
a year and a half after that admission but was 
beset by repeated bouts of congestive heart failure. 
Physical examination during the several admissions 
was entirely consistent with the presence of rheu- 
matic heart disease, with mitral regurgitation and 
stenosis and tricuspid regurgitation and stenosis. 
In addition there was a murmur suggesting either 
pulmonary or aortic regurgitation. The patient 
had auricular fibrillation, and it was quite evident 
that there was marked right-sided and left-sided 
failure. The diastolic blow that was noted along 
the upper left sternal border might have been a 

Graham-Steell murmur secondary to pulmonary 
hypertension. However, when rheumatic heart 
disease is sufficiently severe to involve the tri- 
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cuspid valve, as I suppose it was in the case under 
discussion, there is often rheumatic involvement 
of the whole heart, including not only the aortic 
but also the pulmonary valve. In favor of tricuspid 
regurgitation was the loud systolic murmur to the 
right of the lower sternum, sustained pulsation of 
the deep neck veins occurring during systole and 
probably a pulsating liver— at least it was felt 
to be pulsating on one occasion. Tricuspid stenosis 
was indicated by the mid-diastolic murmur that 
was heard to the right of the sternum at the fourth 
interspace occurring at the time of collapse of the 
venous pulse in mid-diastole. The question is, 
Would these diagnoses explain the entire picture? 

We might review briefly the laboratory work. 
Initially, there was little abnormal, except evidence 
of some liver impairment indicated by the brom- 
sulfalein retention and lowered protein and explicable 
on the basis of chronic passive congestion. The 
lowering of the albumin may have been partly 
responsible for edema formation. I wonder about 
the prothrombin time since later on the patient had 
guaiac-positive stools on two occasions. By the time 
of the last admission, as so often happens in pa- 
tients with progressive congestive heart failure, 
there was an electrolyte imbalance, with low sodium, 
low chloride and high nonprotein nitrogen; this 
situation may have contributed to the patient’s 
psychotic state at that time. The electrocardiogram 
as described was not of much help except for the 
presence of right-bundle-branch block, which is 
often found in patients with hypertrophy of the 
right ventricle from any cause. In reference to 
congenital heart disease, w2 often think of a defect 
of the auricular septum when right-bundle-branch 
block is found. 

The x-ray findings, it seems to me, could be ex- 
plained on the basis of rheumatic heart disease, with 
involvement of the mitral and tricuspid valves. 
Certainly, mitral stenosis and regurgitation will 
result in pulmonary engorgement and enlargement 
of the right and left ventricles. Tricuspid regurgita- 
tion tends to increase the size of the right auricle 
and superior vena cava. It is true that tricuspid 
stenosis of high degree may protect the right side 
of the heart and the lungs, but not if the mitral dis- 
ease predominates, as is often the case. I cannot 
be sure from the x-ray films that there were no 
pulmonary infarcts, but I do not believe that one 
can make that diagnosis clinically. The gastroin- 
testinal series leaves me with an incidental question 
of a duodenal ulcer, but that was not proved. 

Whenever a patient with any type of heart dis- 
ease has recurrent bouts of congestive failure, it is 
always proper to ask why the patient is having such 
difficulty. Ordinarily, one thinks of infection such 
as subacute bacterial endocarditis and active rheu- 
matic fever; infarction, particularly in this case 
pulmonary infarction; or the occurrence of arrhyth- 
mias. Rarely in rheumatic heart disease there may 
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be a pericardial effusion of sufficient extent to be of 
real importance in terms of tamponade. There was 
no specific clue to any of these possibilities. From 
a statistical standpoint, active rheumatic fever is 
rather common in a patient dying after repeated 
episodes of congestive heart failure. This patient 
may not have been co-operative in following treat- 
ment, but that is an unsatisfactory explanation 
for all his trouble. In any event, patients with rheu- 
matic heart disease who have tricuspid involve- 
ment, probably because of associated extensive 
endocarditis and myocarditis, tend to die in the 
twenties, a good deal earlier than other patients 
with rheumatic heart disease. 

What other possibilities should be considered? 
Of course, there are many causes of bleeding into 
the gastrointestinal tract, but I see no great profit 
in reviewing all these possibilities. I shall have to 
accept the likelihood that the patient had a duo- 
denal ulcer. In patients of this kind, I think it is 
always reasonable to consider the possibility of small 
mesenteric-vein thrombosis. It seems likely that 
patients recover from such a condition without 
surgical intervention, but I cannot make this diag- 
nosis on the information at hand. 

One possibility is that the patient had, in addition 
to rheumatic heart disease, some other type of heart 
disease that was possibly congenital. If it was con- 
genital, the diagnosis that comes first to mind is an 
associated defect of the auricular septum. Here, 
on the early films, there is not enough evidence of 
marked dilatation of the pulmonary artery and its 
branches to make that diagnosis seem at all likely. 
An interesting possibility, and one to which Lutem- 
bacher! referred in his original article, is that in 
patients with mitral disease followed by right-sided 
failure and dilatation of the left auricle and right 
side of the heart, there is sometimes enough stretch- 
ing of the auricular septum to open a normal fora- 
men ovale. If this occurred and if the mitral disease 
was more marked than the tricuspid disease, a 
left-to-right shunt could predominate, and the 
patient would show no cyanosis. The opening of 
a normal foramen ovale would account for some 
increase in the difficulty this patient experienced 
with further strain on the right side of the heart and 
further engorgement of the pulmonary vessels. 

I shall have to conclude by making several diag- 
noses. I think the patient had rheumatic heart 
disease, with mitral stenosis and regurgitation and 
tricuspid stenosis and regurgitation; there may 
well have been rheumatic disease of the aortic or - 
pulmonary valves or both; and there was probably 
active rheumatic fever. I shall say that this pa- 
tient had a normal patent foramen ovale that was 
opened by dilatation of the heart late in the course 
of the disease but had no defect of the auricular 
septum of long standing. Undoubtedly, there was 
chronic congestion of the lungs and viscera, with 
hydrothorax and some pericardial effusion, but 
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probably not enough to cause tamponade. I think 
the patient also had a duodenal ulcer. 

Dr. Paut D. Wuirte: I can add little to Dr. 
Myers’ excellent discussion. I suspect that this 
case was introduced partly for my own education, 
for which I am grateful, especially if there was after 
all no. tricuspid stenosis. That particular valvular 
defect is always difficult to diagnose. I made a 
note in this man’s record, from which I shall read 
excerpts: “Tricuspid stenosis can be diagnosed 
{I may have to change ‘diagnosed’ to ‘suspected’ now] 
in this patient on the basis of, first, the chronic 
deep systolic jugular pulse.” In most cases when 
there is a chronic deep systolic jugular pulse, there 
is tricuspid stenosis. Of course such a pulse actually 
means tricuspid regurgitation; occasionally there is 
simply a permanent dilatation of the tricuspid 
ring, without tricuspid stenosis. 

A second indication of that diagnosis was “the 
localized systolic and mid-diastolic murmurs at 
the right of the lower end of the sternum.” That is 
good evidence for tricuspid stenosis, but it is not 
infallible. I have heard a few hearts with a mid- 
diastolic murmur at the lower end of the sternum 
that I was sure was of tricuspid origin when there 
was no tricuspid stenosis, but marked dilatation of 
the right ventricle; I have labeled that particular 
murmur the right-ventricle Austin-Flint murmur. 
It has not been well described in special articles al- 
though I have written of it in my book.? It is con- 
ceivable that that is the answer to this murmur, but 
we have not had enough cases to know what the 
likelihood is. I think that systolic and mid-diastolic 
murmurs localized at the tricuspid-valve area 
generally mean tricuspid stenosis. The tricuspid 
murmur in the case under discussion at the right of 
the lower end of the sternum instead of in the middle 
or at the left is unusual. I have seen other cases with 
the murmur maximal at the end of the sternum 
whereas on the right and on the left hardly any 
murmur at all was heard. I think the murmur can 
be found, however, on either side. 

A third indication of tricuspid stenosis was “the 
ability to do hard work with little dyspnea but 
tendency to dependent edema,” as in cases of chronic 
constrictive pericarditis. The safety valve — that 
is, the tricuspid valve — is open and allows little 
congestion of the lungs to occur as a rule. “There 
was doubtless mitral stenosis, although the chief 
murmur and palpable thrill at the apex are systolic 
in time.” I should be much interested to know 
whether or not there was tricuspid stenosis. 

Dr. James H. Currens: I should like to empha- 
size the fact that the diastolic murmur was well 
limited to a small area to the right of the sternum 
and was a diastolic murmur with accentuation in 
mid-diastole. This murmur was so displaced that 
it was missed during the first two examinations and 
was first noted when the patient came into the 
hospital. Clinically, however, the striking feature 








Nov. 27, 1952 


was a tricuspid regurgitation, with the tremendous 
neck pulsations. 

Dr. Benjamin CasTLEMAN: With the advance of 
cardiac surgery, I believe it is important to try to 
decide whether a valve is stenotic or regurgitant 
although the surgeons have not yet attempted to 
cut the tricuspid valve. 

Dr. Wuire: At the end of my note I suggested 
that that procedure might be considered. Dr. 
Dwight E. Harken has already operated on both 
mitral and tricuspid valves in the same patient. 


CurinicaL D1aGNnoseEs 


Rheumatic heart disease, with stenosis and re- 
gurgitation of mitral and tricuspid valves. 

Congestive heart failure. 

?Cerebral embolus; ?pulmonary embolus. 


Dr. Myers’ DiaGnoseEs 


Rheumatic heart disease, with stenosis and re- 
gurgitation of mitral and tricuspid valves. 

?Rheumatic disease of aortic and pulmonary 
valves. 

Rheumatic fever, active. 

Enlarged patent foramen ovale. 

Chronic congestion of lungs and viscera, hydro- 
thorax and pericardial effusion. 

Duodenal ulcer. 


ANATOMICAL DIAGNOSES 


Rheumatic heart disease, with mitral stenosis and 
marked tricuspid insufficiency. 

Defect of interauricular septum. 

Cardiac hypertrophy and dilatation, marked, with 
especial dilatation of right auricle. 

Hydropericardium, hydrothorax and ascites. 

Cardiac cirrhosis. 

Chronic cholecystitis, with secondary periduo- 
denitis. 


PaTHOLOGICAL Discussion 


Dr. CasTLEMAN: The heart was tremendous in 
size, as one would expect from the physical findings 
and x-ray examination. It weighed 760 gm. There 
was 400 cc. of fluid in the pericardial cavity, as well 
as effusion in the peritoneal and in both pleural 
cavities. The mitral valve was severely stenotic, 
admitting just one finger, and the left auricle was 
quite dilated. The largest chamber in the heart, 
however, was the right auricle, whose volume we 
estimated at almost 700 cc., or more than four times 
normal (normally, its volume is about 150 cc.); 
that was the amount of blood that we found in the 
right auricle. The enlargement was due primarily 
to insufficiency of the tricuspid valve. The tricuspid 
valve, into which we were able to put almost a 
whole hand, measured 19.5 cm. in circumference, 
about twice the normal size. The chordae were 
shortened and thickened, evidence of old rheumatic 
disease, which ordinarily occurs in association with 








Vol. | 


sten¢ 
preci 
cusp 
sept 
Whe 
knov 
it w 
abse 
ash 


large 


and 
how 


vent 


ably 





Fict 
of t 
TIC: 


fror 
cus} 


the 
slig 
tot 
lars 
The 
fibr 
the 


cas 
yea 
tric 








idous 


ce of 


ry to 
itant 
‘d to 


=sted 
Dr. 
both 


ient. 
1 re- 


lves. 


re- 
ves. 
lary 


dro- 


and 


vith 


uo- 


id 


Ce, 
re 
tic 











Vol. 247 No. 22 


stenosis, but I doubt whether there was any ap- 
preciable amount of stenosis in this enlarged tri- 
cuspid valve. The small defect of the interauricular 
septum predicted by Dr. Myers was present. 
Whether this added to the murmur or not, I do not 
know. It measured 1.8 cm. in diameter and although 
it was not as large as the usual defect seen in the 
absence of mitral stenosis, I believe it functioned as 
a shunt (Fig. 3). 

Dr. Wuite: The right ventricle, you say, was 
large? 

CasTLEMAN: Yes; both the right auricle 
and ventricle were tremendous; the left ventricle, 
however, was about normal in size. 

Dr. Waite: Then one could call this a right- 
ventricle Austin-Flint murmur. There was prob- 
ably pulmonary regurgitation too; at least two of 





Ficure 3. Right Side of the Heart, Showing Extreme Dilatation 

of the Auricle and Ventricle, Rheumatic Involoement of the 

ricuspid Valve and a Small Defect of the Interauricular 
Septum. 


my other cases had a Graham-Steell murmur 
from pulmonary regurgitation as well as the tri- 
cuspid mid-diastolic murmur. 

Dr. CasTLEMAN: There was no involvement of 
the pulmonary valve. The aortic valve was only 
slightly thickened and probably did not contribute 
to the murmurs. The pulmonary arteries were quite 
large. The lungs were atelectatic but not infarcted. 
The liver was large and showed a well marked 
fibrosis of the cardiac type, including thickening of 
the hepatic veins that has been emphasized by 
Moschowitz® in cases of cardiac cirrhosis. 

Dr. Waite: The tricuspid regurgitation in this 
case was irreversible. Dr. Fischer,‘ now in Israel, 


years ago reported irreversible dilatation of the 
tricuspid ring without much valvular involvement. 
Dr. CasTLEMAN: 


I am sure it was irreversible. 
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Dr. Wuite: But there was ventricular dilatation 
with tricuspid regurgitation rather than stenosis. 

Dr. Myers: Do you not think the defect in the 
atrial septum may have been a foramen ovale that 
was originally guarded by a valve and became 
sufficiently stretched so that it was functionally 
of some importance, rather than a true defect of 
the auricular septum? 

Dr. CasTLeMAN: I should like to think so. I 
do not know how we could ever prove it. Is not 
that one of the theories used for the development of 
Lutembacher’s disease? Certainly, this was small 
enough so that it could have been a stretched patent 
foramen ovale, caused by the high pressure in the 
left auricle produced by the mitral stenosis. 

Dr. Wuite: The next 9 patients with a tricuspid 
diastolic murmur will doubtless have tricuspid 
stenosis. 

Dr. Currens: It was of interest that the only 
mention of the possibility of a defect of the inter- 
auricular septum in the record was in the electro- 
cardiographic report. 

A Puysician: Where was the duodenal ulcer? 

Dr. CasTLEMAN: There was chronic periduode- 
nitis produced by a chronically inflamed gall bladder. 
This had deformed the duodenum; there was no 
duodenal ulcer. 
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CASE 38482 


PRESENTATION OF CASE 


A forty-year-old married woman was brought to 
the Emergency Ward because of a convulsion. 

The patient’s sister said that an hour before 
admission the patient had a generalized convulsion, 
with frothing at the mouth, lasting about four 
minutes. This had occurred upon her return home 
from a drinking party lasting several days. Eight 
years before entry, after the death of her father, 
the patient had begun drinking heavily and had 
become a chronic alcoholic. Three years prior to 
admission because of profuse menorrhagia she had 
an abdominal operation and was later told that she 
had “liver trouble” and should stop drinking. For 
the past several months the patient had swelling 
of the ankles, some dyspnea on exertion and “bruise 
spots” over the body. 

In the Emergency Ward the patient was observed 
to be thin, jaundiced and tremulous but fairly alert. 
She denied having had any sort of spell, refused 
medical care and was about to walk out of the 
hospital when she had another generalized convul- 
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sion. She was given 5 cc. of paraldehyde intra- 
muscularly. 

On physical examination the patient was coma- 
tose, with noisy respirations, frothing at the mouth, 
incontinence of urine and rigidity. The skin was 
jaundiced, hot and moist; there were many spider 
angiomas and purpuric areas. The neck veins were 
full in the supine position but were not pulsating. 
There was scanty axillary and pubic hair. The 
chest was clear except for transmitted bronchial 
sounds and a few fine rales at the right base. The 
maximum impulse of the heart was forceful, with 
its point 1 to 2 cm. to the left of the mid-clavicular 
line. There was a normal sinus rhythm of 100, a 
Grade 2, apical presystolic murmur and a Grade 
2, high-pitched, aortic systolic murmur. The aortic 
second sound equaled the pulmonic. The abdomen 
was protuberant, with shifting dullness. A firm 
liver edge was palpable 4 fingerbreadths below the 
right costal margin; also p«lpated was a larger mass 
to the left of the umbilicus, which was thought to 
represent either the left lobe of the liver or the spleen. 
There was ++ ankle edema. A neurologic examina- 
tion revealed extreme rigidity throughout, with 
opisthotonos. The eyes were fixed straight ahead, 
and the corneal reflexes were absent. The pupils 
were round and dilated; the right was larger than 
the left and did not react to light. There was no 
facial asymmetry. The reflexes were hyperactive 
throughout and bilateral extensor plantar. The 
abdominal reflexes were absent. 

The temperature was 100°F., and the pulse 100. 
The blood pressure was 130 systolic, 70 diastolic. 

During the period of examination the patient 
had repeated episodes of extensor rigidity, with 
opisthotonos and turning of the head to the left. 
On one occasion both legs and the right arm were 
in rigid extension, whereas the left arm was flexed 
and more supple. About thirty-five minutes after 
the onset of the convulsion, she relaxed, and the 
limbs and neck became supple. There was no 
voluntary movement and no response to painful 
stimuli. The reflexes were as before. Two hours 
later she was still comatose and had considerable 
respiratory difficulty, with laryngeal stridor. An 
intratracheal tube was inserted, affording some 
relief, but respirations were only 10 per minute. An 
hour later a lumbar puncture was performed, re- 
vealing an initial spinal-fluid pressure equivalent to 
320 mm. of water with a final pressure of 200 mm. 
Ten cubic centimeters of bloody turbid fluid con- 
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taining 33,000 red cells and 14 lymphocytes per 
cubic millimeter was removed. Respirations gradu- 
ally decreased to 4 or 5 per minute, and the patient 
died about an hour later, or four hours after ad- 
mission. 


DiFFERENTIAL Diacnosis 


Dr. J. Wattace ZELLER*: The data given 
make it quite clear that this patient suffered from 
In view of the alcoholic his- 
tory and the likelihood of associated dietary de- 
ficiencies, a diagnosis of Laénnec’s cirrhosis appears 
practically certain. The story of ankle edema, 
dyspnea on exertion and easy bruising is consistent 
with that interpretation. Confirmatory signs of 
cirrhosis on physical examination were jaundice, 
spider angiomas, purpuric areas on the skin, scanty 
pubic and axillary hair, ascites, an enlarged, firm 
liver and possibly an enlarged spleen. The history 
of recent alcoholic excesses presupposes an attendant 
acute nutritional deficiency, and these two factors, 
one toxic and the other nutritional, probably re- 
sulted in an aggravation of liver failure associated 
with liver-cell necrosis. 

One might be tempted to explain the neurologic 
picture entirely on the basis of hepatic coma. I 
do not believe this is justified, however. The 
convulsions, opisthotonos, rigidity and spinal-fluid 
analysis suggest additional intracranial disease, 
with some degree of hemorrhage. The increased 
tendency to bleeding present in patients with cir- 
rhosis may have contributed to intracerebral or 
subarachnoid hemorrhage. It is difficult to guess 
what type of vascular disease was associated with 
such bleeding. Rarely, in subarachnoid hemorrhage, 
the source of bleeding is not found. A congenital 
aneurysm is, of course, a possibility. Since the 
patient was forty years old it is unlikely that she 
had much cerebral arteriosclerosis. The enlarged 
heart and apical presystolic murmur described in 
the history may have indicated the presence of 
rheumatic heart disease with mitral stenosis. If 
such a disease was present, the possibility of sub- 
acute bacterial endocarditis and cerebral mycotic 
aneurysm should at least be mentioned. Having 
mentioned it, I shall not pursue the possibility 
further. 

Two additional conditions that may have played 
a part in this neurologic picture should be considered. 
One is a specific neurologic change in patients with 


severe liver disease. 


*Assistant physician, Massachusetts General Hospital. 
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severe liver disease. Three or four years ago, I had 
an opportunity to hear Dr. Raymond D. Adams 
discuss the studies he made of this problem at the 
Boston City Hospital. Remembering that, I re- 
freshed myself by referring to the paper by Adams 
and Foley! on this subject. In 26 patients with 
fatal hepatic coma, they reported the fairly regular 
occurrence of rigidity, tremors and reflex changes. 
Extensor plantar responses were found in over 
half the patients. Focal and Jacksonian seizures 
occurred in some of them. In view of the fact that 
except for excess of bilirubin, the cerebrospinal 
fluid was normal in all their patients, it appears 
that this factor alone would not account for the 
entire picture in the case under discussion. It is of 
interest, however, that Adams and Foley found 
activation of large astrocytes comparable to the 
maximal lesion of Wilson’s disease, in which the 
definite association of lenticular degeneration and 
cirrhosis of the liver occurs. I believe it is quite 
probable that a change of this type was present in 
the case under discussion. 

The second condition that should be mentioned 
is known as Wernicke’s encephalopathy. This was 
first described by Wernicke? in 1881 as “acute su- 
perior hemorrhagic polioencephalitis.” The first 
cases reported were associated with alcoholism. 
More recently, its occurrence as a complication of 
other conditions in nonalcoholic patients has been 
recognized. The accepted designation of the con- 
dition is now “superior hemorrhagic polioencepha- 
litis due to lack of components of the vitamin B 
complex.” The lesions in this condition consist of 
foci of vascular, usually capillary, stasis and par- 
enchymatous degeneration occurring principally in 
the midbrain and about the third ventricle and 
hypothalamus and rarely in the cerebral cortex. 
Patients with this condition demonstrate drowsi- 
ness, apathy and coma, sometimes alternating with 
periods of excitement and delirium. Symptoms of 
the Korsakoff type are often encountered. A pa- 
tient described by Campbell and Russell* had epi- 
leptiform convulsions. Lesions of the cerebral 
cortex were found in this patient. Other clinical 
features are impairment of vision, oculomotor dis- 
turbances, respiratory paralysis, extensor plantar 
responses and polyneuritis. ‘The cerebrospinal 
fluid in 7 cases described by Campbell and Russell 
revealed an occasional increase in white cells but 
no evidence of hemorrhage. The protein was ele- 
vated in 3 cases. In addition to alcoholism, dis- 
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eases associated with Wernicke’s encephalopathy 
reported by Campbell and Russell were acute pan- 
creatic necrosis, gastric carcinoma, pyloric stenosis, 
gallstones, pregnancy with vomiting, pernicious 
anemia with combined system disease and chronic 
peritonitis. All are ailments in which dietary de- 
ficiency may play a prominent part. It is likely 
that this condition is often not diagnosed or sus- 
pected when present. I believe the lesion of superior 
hemorrhagic polioencephalopathy may also be de- 
scribed in the case under discussion. If the bloody 
spinal fluid was directly associated with these 
lesions, this case probably represented one of the 
few, if not the first, in which this had occurred. 

Dr. Perry J. Cutver: I believe that death oc- 
curred too rapidly for uncomplicated hepatic coma 
alone. 


CuinicaL DraGnosEs 


Cirrhosis of liver, alcoholic type. 
Cerebral hemorrhage. 


Dr. ZELLER’s DIAGNOSES 


Laénnec’s cirrhosis of liver. 
Superior hemorrhagic polioencephalopathy. 
Intracranial hemorrhage. 


ANATOMICAL DIAGNOSES 


Fractured skull, with subdural hematoma. 

Cerebral contusions, with subarachnoid hemor- 
rhage. 

Cirrhosis of liver, alcoholic type. 

Splenomegaly. 

Esophageal varices. 


Patuo.tocicaL Discussion 


Dr. BenJamin CasTLEMAN: Autopsy showed, 
as Dr. Zeller predicted, a well pronounced alcoholic 
type of cirrhosis. The large liver, which weighed 
2700 gm., had the characteristic Laénnec hobnail 
appearance, all the nodules being of uniform size. 
Microscopical examination showed a fatty liver 
with only a slight amount of cirrhosis. There was a 
fair amount of inflammatory reaction around some 
of these fat-filled cells, many of which contained 
the characteristic hyaline necrosis. There was no 
ascites. The spleen was enlarged, showing that the 
patient had some degree of portal hypertension; 
to confirm that we found markedly dilated esophag- 
eal veins. The cerebral changes were quite interest- 
ing; I shall ask Dr. Richardson to describe them. 
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Dr. Epwarp P. Ricuarpson, Jr.: When the 
skull cap was removed, the dura mater over the 
right hemisphere was accidentally nicked and from 
the subdural space on that side escaped a large 
quantity (estimated to be about 100 cc.) of fresh, 
fluid blood. Inspection of the skull showed a large 
linear fracture in the right parieto-occipital region. 
There was a moderate amount of blood in the sub- 
arachnoid space overlying the right cerebral hemi- 
sphere, most prominent in the parieto-occipital 
region, over the frontal pole, in the sylvian fissure 
and over the temporal lobe. The left hemisphere 
appeared to be within normal limits. Sections of 
the brain showed several small lesions in the cere- 
bral cortex characterized by partial destruction of 
the cortical substance and multiple punctate hemor- 
rhages in the damaged tissue. These were situated 
on the orbital surface of the right frontal lobe, in 
the lateral aspect of the right frontal lobe and in 
the adjacent part of the right temporal lobe near the 
sylvian fossa, and, most prominent of all, in the 
right parieto-occipital region beneath the fracture. 
These cortical lesions had the characteristic ap- 
pearance of small cerebral contusions and were 
doubtless the cause of the bleeding into the sub- 
arachnoid space. The right hemisphere was swollen 
and had displaced the midline structures slightly 
to the left. There were a few very small secondary 
hemorrhages in the upper pons and lower midbrain, 
the most prominent one being subependymal 
hemorrhage in the upper pons. We believe that the 
blood in the cerebrospinal fluid and the terminal 
coma were amply explained by the traumatic damage 
to the brain. 

Dr. Raymonp D. Apams: One can judge from 
this case what a difficult clinical problem is pre- 
sented by chronic alcoholic patients. Physicians in 
large municipal hospitals discover from bitter ex- 
perience that a head injury is easy to overlook. 
Patients come in totally incapable of giving a his- 
tory of what they have been doing. The small 
bruise, which may be the only external mark of an: 
extensive subgaleal hemorrhage, skull fracture or 
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traumatic lesion of the brain or meninges, is often 
overlooked on examination. Such patients are 
often judged to be drunk or mentally deteriorated 
and may even be persuaded to leave the hospital, 
only to collapse and die within a few hours. 

It is well to remember that traumatic disease of 
the brain is the commonest cause of subarachnoid 
hemorrhage; that is why aneurysmal hemorrhage 
is always designated as spontaneous, meaning non- 
traumatic. Other diseases that must be kept in 
mind in alcoholic patients who exhibit confusion or 
impairment of consciousness are alcoholic epilepsy 
(“rum fits’), acute delirious or hallucinatory states 
and hepatic coma. Epilepsy is frequent in chronic 
alcoholism and may cause the patient to fall and 
sustain a serious head injury. I should agree that 
in the case under discussion the course was too short 
for hepatic coma. The seizures that led to death 
were related to either the alcoholism or the recent 
brain contusion that was the main cause of death. 

One word about Wernicke’s disease: in a series of 
over 70 cases that Dr. Maurice Victor has gathered 
notes on, there has not been a single case of bloody 
spinal fluid, nor have I ever seen evidence of sub- 
arachnoid or ventricular hemorrhage at post-mortem 
examination. Convulsions are not part of this 
syndrome, though they may occur if there is an 
associated alcoholic epilepsy and delirium tremens. 
Lastly, only 2 of these 70 patients have been actually 
comatose. The outstanding clinical features are 
ophthalmoplegia, ataxia and confusion. 

Dr. Ricnarp CoHEen: What is the nature of the 
rum fit? 

Dr. Apams: These are epileptic seizures of gen- 
eralized type, occurring once or in a series. Seizures 
in hepatic failure have been uncommon except in 
the late stages. 


REFERENCES 
1. Adams, R. D., and Foley, J. M. Neurslogical changes in more com- 
rue types of severe liver disease. Tr. 4. Neurol. A. 74:217-219, 


2. Wernicke, K. Lehrbuch der Gehirnkrankheiten. Vol. 2. 251 pp. Ber- 
lin: T. Fischer, 1881. P. 229. 


3. Campbell, A. C. P., and Russell, W. R. Wernicke’s encephalopathy: 
clinical features and their probable — to vitamin B de- 
Med. 10:41-64, 


ficiency. Quart. J. 








Ow! 


Jame 
Olive 


Thon 


Cc. G 
Hear 
Robe 
Dwig 
Fletc 
Robe 
Ches: 


Max: 


boa 
pita 
tion 
utn 


In 


ften 

are 
ated 
ital, 


e of 
noid 
lage 
non- 
t in 
n or 
“psy 
ates 
onic 
and 
that 
10rt 
ath 
ent 
ath. 
s of 
red 
ody 
ub- 
fem 


this 


ns. 
lly 
are 


the 


en- 
res 


ome 
219, 


3er- 


hy: 
de- 








No. 22 


The New England 
Journal of Medicine 


Formerly 
The Boston Medical and Surgical Journal 
Established 1828 


Vol. 247 





Official Organ of 
Tue Massacuusetts Mepicat Society 
and 
Tue New Hampsuire Mepicau Society 
OwNnep By THE MassacuusEeTTs MepicaL SociETY AND 
PusLisHED WEEKLY UNDER THE JURISDICTION OF THE 
ComMITTEE ON PUBLICATIONS 
Richard M. Smith, M.D., Chairman 


James P. O’Hare, M.D. Conrad Wesselhoeft, M.D. 
Oliver Cope, M.D. Richard E. Alt, M.D. 


Joseph Garland, M.D., Eprror 
Associate Epitors 
Thomas H. Lanman, M.D. 
Theodore H. Ingalls, M.D. 
Clara D. Davies, Executive Ep:tror 
Robert O’Leary, Assistant Epiror 
=< James F. Ballard, Boox Review Epitror 
Milton C. Paige, Jr., Business MANAGER 
Epitoriat Boarp 
Vernon P, Williams, M.D. 
Benjamin Castleman, M.D. 
Hugh R. Leavell, M.D. 
J. Englebert Dunphy, M.D. 
Robert W. Buck, M.D. 
Herrman L. Blumgart, M.D. 
Frank N. Allan, M.D. 
Harvey A. Kelly, M.D. 
Langdon Parsons, M.D. 
Deering G. Smith, M.D.* 
*Representing the New Hampshire Medical Society. 


Donald Munro, M.D. 


C. Guy Lane, M.D. 

Henry R. Viets, M.D. 
Robert M. Green, M.D. 
Dwight O’Hara, M.D. 
Fletcher H. Colby, M.D. 
Robert L. Goodale, M.D. 
Chester M. Jones, M.D. 
Harvey R. Morrison, M.D. 
Maxwell Finland, M.D. 





Susscription Terms: $8.00 per year in advance, postage pits for the 
United States (medical students and first-year interns, $ per year); 
Canada, $9.00 per year (Boston funds); foreign, $10.50 per year. 
Microritm volumes available to regular subscribers through University 
Microfilms, 313 N. First Street, Ann Arbor, Michigan. 
Mareriat, other than original articles, should be received not later 
than noon on Thursday, three weeks before date of publication. 
Tae Journat does not hold itself responsible for st 
any contributor, 
Communications should be addressed to the New England Journal of 
Medicine, 8 Fenway, Boston 15, Massachusetts. Telephone KE 6-2094. 


s made by 








A NEW APPROACH TO HOSPITAL AND 
PROFESSIONAL RELATIONS 


THE recently announced reorganization of the 
board of trustees of Massachusetts Memorial Hos- 
pitals presents a new plan of hospital administra- 
tion that is encouraging in its intent to obtain the 
utmost in collaboration between trustees and staff. 
In accordance with this plan the three chiefs of 
clinical services are added to the board of trustees 
in recognition of the mutual interdependence of 
the institution and those who serve it as physicians 
and surgeons. 

That there have been unnecessary conflicts be- 
tween staffs and governing boards in various hos- 
pitals is common knowledge; these disagreements 
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have usually been precipitated by immediate 
problems, although basic principles involving use 
or misuse of authority and prerogatives of staff 
have become involved. It is hoped that by giving 
to the executive heads of its divisions “full, re- 
sponsible partnership in the determination of hos- 
pital policy,” cognizance will be taken of the “new 
mutuality of interest between physician and hos- 
pital,” as the president of Massachusetts Memorial 
Hospitals’ board of trustees phrases it. 

Whether or not actual staff representation on 
boards of trustees is the best expression of this 
Ob- 
viously it has its advantages in the increased oppor- 
tunities offered for the better understanding by 


mutuality of interest remains to be seen. 


each group of the other’s problems, and certainly 
for a sharing by the heads of staff of the trustees’ 
responsibilities. It may also have its disadvantages 
in the impairment of the sharp definition of two 
groups whose functions are so separate and whose 
scope of authority should be so clear cut that each 
might better be kept on its own course, with fre- 
quent harmonious conferences between the two. 

Other hospitals have worked out these relations 
in other satisfactory ways. The Massachusetts 
General Hospital has usually a physician on its 
board — but not necessarily a staff member — and 
has also, which is more important, a special hos- 
pital committee of its trustees with which the 
chairman of the general executive committee of the 
staff regularly sits. The clinical chiefs of the Peter 
Bent Brigham Hospital are expected to attend at 
least four stated meetings of the board each year, 
and may meet with it at other times on their own 
or the trustees’ The Boston Children’s 
Medical Center and the Beth Israel Hospital have 
joint committees composed of members of both 
board and staff. 

As the president of the board of trustees of Mas- 
sachusetts Memorial Hospitals indicated in an- 


initiative. 


nouncing the new plan, where the old system of 
completely independent boards has worked well, 
it is because the system has been run by men and 
women of good will. This, after all, is the sine qua 
non of all successful relations, and in those instances 
where the system has failed it has been because of 
this lack. 











CENTENARY OF A SURGEON 


Witiram Stewart Hatstep, the centenary of 
whose birth is one of this year’s major observances, 
has been appropriately designated by the British 
Medical Journal as a founding father of twentieth- 
century surgery. Born during the infant years of 
bacteriology and its practical application in anti- 
sepsis, when the revolution in surgery precipitated 
by the fact of anesthesia had scarcely begun, he 
became the leader among those pioneers who were 
to bring this new skill in healing to its full flower- 
ing. 

As an undergraduate at Yale College, where he 
was noted chiefly for his athletic zeal, Halsted gave 
little indication of future, more mature accom- 
plishments, but during the residency that followed 
his graduation from Columbia’s College of Physi- 
cians and Surgeons in 1877 he came under the in- 
fluence of William H. Welch, and the foundations 
of his real career were laid. Two years were spent 
in further studies in Austria and Germany, after 
which, in 1880, he entered surgical practice in New 
York. 

Five years later he began those investigations of 
the local and regional anesthetic properties of co- 
caine that resulted in his own unwitting addiction 
to the drug. This misfortune and its eventual 
cure could be counted, nevertheless, as an experience 
not without value to his subsequent understanding 
of many of the problems that he was given to solve. 

In 1886 the Johns Hopkins Medical School was 
established, and Halsted joined Welch on its faculty, 
becoming surgeon to the Hospital when it opened 
in 1889. This opening ushered in the most produc- 
tive decade and a half of his career. From a busy 
practicing surgeon he became a cloistered teacher, 
student and investigator, one of the first of the 
modern legion of academic physicians and sur- 
geons to whom has been given the opportunity of 
devoting the major part of their time to teaching 
and research. During these years he studied in 
particular the healing of wounds, and was instru- 
mental in the development of modern surgical 
technics. 

In this country the main observance of Halsted’s 
centenary has taken place in Baltimore. In Great 
Britain it has been celebrated with a special meet- 
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ing in May of the Section of Surgery of the Royal 
Society of Medicine, at which Dr. Alfred Blalock, 
present incumbent of the chair of surgery at Johns 
Hopkins, recounted Halsted’s influence on his pro- 
fession and presented his portrait to Sir Cecil 
Wakeley for the Royal College of Surgeons. 

At the same meeting Dr. S. J. Crowe, a former 
associate, gave Halsted’s favorite walking stick 
into the keeping of the Royal Society of Medicine — 
not a counterpart of the Gold-Headed Cane, per- 
haps, but nevertheless one that can hold its own 
head up among other canes! 





LASDON FOUNDATION GRANTS 


Amonc the many organizations that, quietly and 
without a great deal of publicity, contribute sig- 
nificantly to medical research, the Lasdon Founda- 
tion has securely established itself in the four years 
since its inauguration. In 1952 grants totaling 
$264,424 were made in the United States and abroad 
for research in hypertension, tuberculosis and other 
pulmonary diseases, dietary supplements, metabo- 
lism and enzymes, proteins of multiple myeloma, 
iodine metabolism, antibodies as related to sensitiza- 
tion, arthritis, nutrition, peripheral vascular dis- 
ease, pollen extracts, chemotherapy of neurotropic 
virus disease and anticoagulants. Prominent among 
these were awards to the Rheumatic Fever Institute 
of Northwestern University, for studies on the 
influence of dietary factors and enzyme metabolism 
in the development and treatment of rheumatic 
fever, and to the University College, School of 
Medicine of Dublin, Ireland, for chemotherapeutic 
research in tuberculosis. 

The Foundation was established to support re- 
search exclusively in the fields of medicine and 
health. The enthusiasm and devotion that represent 
the highest type of philanthropic zeal are reflected 
in the President’s announcement of the Lasdon 
Foundation grants for 1952: “. . .it is gratifying to 
be able to participate in supporting the research of 
scientists in institutions who are meeting the chal- 
lenge of the fundamental aspects of health, of sick- 
ness and of methods for the relief of suffering.” 
With such an ideal, this organization takes its place 
among the institutions, great and small, dedicated 
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to the principle of private support of scientific 
research in a free society. Moreover, it has earned 
the gratitude not only of the investigators whose 
work it has financed but also of the patients whose 
lives or health may depend on the successful out- 
come of the experiments supported by the Founda- 


tion. 





AMAZONIA 


REcENT figures emanating from the statistical 
department of a prominent life-insurance company 
indicate not only that women now outnumber the 
available men in the United States, but that the 
preponderance will become even greater in the 
future. 

The year of equality appears to have been 1945, 
after which the original sex ratio in the population, 
with man in the ascendant, went into reverse. The 
census of 1950 showed approximately 1,430,000 
more women than men. 

A number of factors have contributed to this 
twentieth-century Gotterdammerung, according to 
the statisticians, the most important being a higher 
death rate among the males. ‘Despite the fact that 
1055 males are born for every 1000 females, the 
ratio of male to female deaths, as with black-widow 
spiders, is greater and has, indeed, increased from 
1210 male in 1930 to 1333 male per 1000 female 
deaths in 1951. 

Both sexes have shown a definite improvement 
in mortality, but with a growing excess of long- 
surviving females over males. Other factors have 
been a shift in the sex pattern of immigration, from 
preponderantly males to preponderantly females, — 
a trend accelerated by the influx of war brides, — 
until, in 1946, female immigrants outnumbered 
males by 3 to 1. The emigration of males, more- 
over, has exceeded that of females 2 to 1 in the last 
two decades, to say nothing of the war dead that 
have lightened still further the masculine scale of 
this balance. 

In these days of intense political awareness it 
can be but a short time before the women of the land 
discover in whose hands the power lies. With a 
clear distaff majority at the polls, an enlightened 
matriarchate may well supersede the possibly im- 
pending welfare state. 
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The indulgence of friends, some of whose favors 
have been on hand several weeks, is again solicited. 
Articles shorter than theirs, of more recent date, 
are inserted in the present number, in order to 
give a better variety than a few long articles would 
furnish. 


Boston M. and S. J., Dec. 1, 1852 
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DEATHS 


Fasyan — Marshall Fabyan, M.D., of Boston, died on 
October 19. He was in his seventy-third year. 

Dr. Fabyan received his degree from Harvard Medical 
School in 1904. He was formerly associate professor of 
pathology at Harvard Medical School, and was a member of 
the American Association of Pathologists and Bacteriologists 
and a fellow of the American Medical Association. 

He is survived by his widow, two daughters and a sister. 


Lavoi1r— Aurel G. Lavoie, M.D., of Springfield, died on 
October 26. He was in his forty-sixth year. 

Dr. Lavoie received his degree from Tufts College Medical 
School in 1933. He was assistant visiting surgeon and a mem- 
ber of the staff of Springfield Hospital and was a member 
of the New England Obstetrical and Gynecological Society, 
National Gastroenterological Association and International 
College of Surgeons and a fellow of the American College of 
Surgeons and American Medical Association. 

He is survived by his widow, a son and two brothers. 


Lioyp —- Henry D. Lloyd, M.D., of Little Compton, Rhode 
Island, died on November 3. He was in his seventy-fifth year. 

Dr. Lloyd received his degree from Harvard Medical School 
in 1904. He was formerly assistant professor of syphilology 
at Harvard Medical School, a member of the staff of the 
Massachusetts General Hospital and president of the New 
England Dermatological Society, and was a fellow of the 
American Medical Association. 

He is survived by his widow, two sons, a daughter, seven 
grandchildren and a brother. 


Ruston — Warren D. Ruston, M.D., of Rockport, died 
on November 6. He was in his seventy-sixth year. 

Dr. Ruston received his degree from Harvard Medical 
School in 1903. He was formerly a member of the staffs of 
Boston City and Somerville hospitals. 

He is survived by his widow, a brother, a stepson and a 
stepdaughter. 





Suttivan — Eulick F. Sullivan, M.D., of Holyoke, die 
on November 10. He was in his seventy-fourth year. . 

Dr. Sullivan received his degree from University of Ver- 
mont College of Medicine in 1904. He was a former president 
of the staff of Providence Hospital and was a fellow of the 
American Medical Association. 

He is survived by his widow, a brother and three sisters. 


Vites — Clarence A. Viles, M.D., of Lowell, died on 
October 18. He was in his ninety-eighth year. _ 

Dr. Viles received his degree from Harvard Medical School 
in 1878. 


He is survived by a brother. 



























































MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


COMMUNICABLE DISEASES IN MASSACHUSETTS 
FOR OCTOBER, 1952 









RésumE 
DisEAsE OctToBeR OctosperR SeEveEN-YEAR 
; 1952 1951 MEDIAN 
PRES Lec hwasassass seuee 5 3 2 
ee rere 394 237 331 
ED 6 nope <a 4648-0000 0 9 
ee ere 982 936 888 
Dysentery, bacillary .......... 27 13 15 
erman measles ............-+ 54 60 52 
2 errr 239 207 284 
Granuloma inguinale .......... 0 0 0 
Lymphogranuloma venereum .. 0 0 0 . 
Soe teehee ste s.k)s 0% 12 16 4 
See ee rai asst 66 i 76 403 403 
meningococcal. ..... 6 4 
Pfeiffer bacillus .... 0 1 3 
pneumococcal ...... 1 0 1 
staphylococcal . 0 0 0 
Meningitis, streptococcal . 0 0 0 
Meningitis, undetermined . i 6 4 4 
_ re 260 654 326 
PIINDPIEIS csccssccesececes ee 108 23 123 
ON rrr rte 12 20 10 
EE in 5 000.0656 i= 00 5 0 134 127 196 
eee 191 246 246 
Tuberculosis, pulmonary ....... 228 152 171 
Tuberculosis, other forms ...... 8 9 11 
eS Pe ree 6 4 2 
ce nen ee PUTT CE 1 2 3 
Whooping cough............... 128 267 314 


CoMMENT 


Diseases below the seven-year median were diphtheria, 
measles, mumps, scarlet fever and whooping cough. 

No cases of diphtheria were reported for October. This is 
the fourth month in which this remarkable achievement has 
been realized. 

The 76 cases of measles reported make this the lowest 
figure for the month of October since 1906. 

After twelve consecutive months of making new low records, 
scarlet fever rose to just above the level of the previous year 
in August and continued on the slight upward trend through 
October: 

‘Diseases above the seven-year median were chicken pox, 
bacillary dysentery and typhoid fever. 

The incidence of typhoid fever and bacillary dysentery 
reported was the highest for any month since July, 1949, 
and June, 1948, respectively. 


GEOGRAPHICAL DISTRIBUTION OF CERTAIN DISEASES 


= following diseases were reported from the communities 
named: 

Dysentery, bacillary: Belchertown, 1; Beverly, 2; Boston, 
1; Brookline, 1; Fall River, 3; Grafton, 4; Lowell, 1; Waltham, 
14; total, 27. 

Encephalitis, infectious: Hingham, 1. 

Hepatitis, infectious: Boston, 7; Cambridge, 2; Fall River, 
1; Fort Devens, 2; Shrewsbury, 1; Worcester, 13; Wrentham, 
50; total, 76. 

- Malaria: Camp Edwards, 4; Fort Devens, 5; Haverhill, 1; 
Waltham, 1; Wellesley, 1; total, 12. 

.. Meningitis, meningococcal: Boston, 1; Winthrop, 1; 
Worcester, 4; total, 6. 

Meningitis, pneumococcal: Framingham, 1. 

Meningitis, undetermined: Haverhill, 1; Longmeadow, 1; 
Lowell, 1; Weymouth, 1; Worcester, 2; total, 6. 

Poliomyelitis: Agawam, 1; Amherst, 1; Arlington, 1; Ash- 
land, 1; Auburn, 1; Ayer, 1; Barre, 1; Beverly, 1; Boston, 6; 
Braintree, 1; Brockton, 1; Brookline, 1; Cambridge, 2; 
Chesterfield, 1; Chicopee, 5; Cohasset, 1; Dartmouth, 1; 
Dracut, 1; Fall River, 1; Fitchburg, 3; Freetown, 1; Green- 
field, 1; Hardwick, 1; Haverhill, 2; Hingham, 1; Holbrook, 1; 
Holyoke, 3; Hull, 1; Lawrence, 2; Lenox, 2; Leominster, 1; 
Longmeadow, 1; Lowell, 1; Ludlow, 1; Lynn, 1; Maynard, 
1; Malden, 1; Medford, 2; Natick, 1; New Bedford, 1; New- 
ton, 4; Northboro, 2; Northampton, 1; North Andover, 1; 
Oxford, 1; Pittsfield, 3; Quincy, 1; Reading, 2; Rockland, 1; 
Rockport, 1; Shrewsbury, 1; Shirley, 1; Somerville, 4; Spring- 
field, 6; Swampscott, 2; Townsend, 1; Waltham, 2; Ware, 
1; Wellfleet, 1; Westboro, 1; Weston, 1; West Springfield, 
7; West Stockbridge, 1; Weymouth, 1; Williamstown, 1; 
Worcester, 2; total, , 
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Salmonellosis: Beverly, 1; Boston, 1; Danvers, 1; Melrose, 
3; Milton, 2; Newton, 1; Taunton, 1; Worcester, 2; total, 12. 
Septic sore throat: Boston, 10; Worcester, 2; total, 12. 

Trachoma: Walthan, 1. 

Trichinosis: Boston, 1. 

Typhoid fever: Boston, 2; Brookline, 1; Lynn, 1; Medford, 
1; New Bedford, 1; total, 6. 

Undulant fever: Westboro, 1. 





CORRESPONDENCE 
INTERSTATE TRANSPORTATION OF RESTRICTED 
MATERIAL 


To the Editor: The attached statement is self-explanatory. 
We have found, in cases of illegal movement of these mate- 
rials, that the scientific personnel involved were not acquainted 
with the requirements of law. Since we are trying to reach 
scientific personnel with this information, we hope you will 
find space to include it in your journal. If you have further 


questions, please let us know. 
Hucu C. McPuee 


Bureau of Animal Industry 

Agricultural Research Administration 
United States Department of Agriculture 
Washington 25, D.C. 


Permit Required to Import or Transport Interstate Restricted 
Animal Disease Organisms and Vectors: 


In recent months several instances of illegal movement 
of animal disease organisms and vectors in interstate com- 
merce have come to the attention of the U. S. Department 
of Agriculture. Conditions under which restricted organ- 
isms and vectors can be moved under permit are explained 
in the Department’s Bureau of Animal Industry Order 
381, Part 122, entitled “Rules and Regulations Relating 
to Viruses, Serums, Toxins, and Analogous Products, and 
to Certain Organisms and Vectors.” 

Because of ke inherent danger of such movements and 
the increasing need for taking every precaution against the. 
spread of infectious animal diseases, all laboratories, 
research institutions, and others dealing with animal dis- 
ease organisms and vectors are requested to comply with 
this order. Movements are allowed under permit only 
when such shipments serve the public interest and after 
ample safeguards are provided to protect against the 
further dissemination of such agents. : 

The Act of Congress approved February 2, 1903, (32 
Stat. 792; 21 U. S. C; 111) confers upon the Secretary of 
Agriculture authority to make such regulations and take 
such measures as he may deem proper to prevent the in- 
troduction or dissemination of the contagion of any con- 
tagious, infectious, or communicable disease of animals 
from a foreign country into the United States or from one 
State or Territory of the United States or the District of 
Columbia to another. .. .whenever in his judgment such 
action is advisable in order to guard against the introduc- 
tion or spread of such contagion. 

Under that authority, Part 122 of BAI Order 381, “Rules 
and Regulations Relating to Viruses, Serums, Toxins, and 
Analogous Products, and to Certain Organisms and: Vec- 
tors,” provides that no organisms or-vectors shall be 
imported into the United States or transported from one 
State or Territory or the District of Columbia to another 
State or Territory without a permit issued by the Secretary 
and in compliance with the terms thereof. 

Section 122.2 provides that the Secretary may issue at 
his discretion a permit when proper safeguards have been 
set up to protect the public. Application for such a permit 
shall be made in advance of shipment and each permit shall 
specify the name and address of the consignee, the true 
name and character of each of the organisms or vectors 
involved, and the use of which each will be put. 

All persons engaged in research involving the use of 
organisms or vectors as defined above should become 


Acting Chief 
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familiar with the contents of this notice. Further infor- 
mation and applications for permits may be obtained by 
writing to the Chief, Bureau of Animal Industry, U. S 
Department of Agriculture, Washington 25, D. C. 





BOOK REVIEWS 


Clinical Pathology of the Eye: A practical treatise of his- 
topathology. By Bernard Samuels, M.D., and Adalbert 
Fuchs, M.D. 4°, cloth, 420 pp., with 418 illustrations. 
New York: Paul B. Hoeber, Incorporated, 1952. $20.00. 


The field of ophthalmic diagnosis is greatly enriched by 
the authors. Each eye disease is approached clinically by 
loupe, ophthalmoscope, and slit-lamp, and the tissues then 
go to the laboratory for intensive histological study. The 
material for this book was derived from the eye clinics and 
the laboratories of the New York Eye and Ear Infirmary 
and from the Allgemeines Krankenhaus at Vienna. 

It takes a lifetime to acquire skill and experience sufficient 
to write a book of this kind, even though the authors were 
inspired by the late and eminent Ernst Fuchs. The authors 
are due double credit: for having given to ophthalmology 
a treatise that correlates the laboratory and the clinical 
findings and for giving to future authors the technic for 
authoritative medical writing. 

The book carries one illustration for each page, and ap- 
proximately half the illustrations are in full color. A bibli- 
ography is omitted. Citation of 100 key articles or mono- 
graphs woyld have been appreciated by the average reader. 
No serious reader would exchange the 44 plates carrying 191 
illustrations in color for any type of bibliography. 

A copy of this treatise should be on the desk of every 
teacher and practitioner of ophthalmology. 


J. Hersert Waite, M.D. 


Frontal Lobotomy and Affective Behavior: A neurophysiological 
analysis. By John F. Fulton, M.D., 8°, cloth, 159 pp., with 
20 illustrations. New York: W. W. Norton and Company, 
1951. $3.00. . 

The subject is reviewed in a series of lectures, giving the 
historical background, the functional anatomy, behavioral 
studies in animals after the operation and finally a summary, 
largely from the point of view of a physiologist, of lobotomy 
in man. The author, fully qualified for his task, writes in a 
tone of scientific restraint that is admirable. The presentation 
is clear and free from confused thinking and unwarranted 
claims. The book is warmly recommended to neurologists, 
neurosurgeons, physiologists and all medical! librarians. 


Henry R. Viets, M.D. 


Medical Neuropathology. By I. Mark Scheinker, M.D. With 
a foreword by Marion A. Blankenhorn, M.D. 8°, cloth, 
372 pp., with 186 illustrations. Springfield, Illinois: Charles 
C Thomas, 1951. $10.00. 


Many aspects of neurology are constantly presented to 
the internist in his daily rounds in any large general hospital. 
Indeed the response of the nervous system to disease almost 
always gives rise to a major symptom or sign, although the 
chief. lesion may occur outside nervous. tissue. To interpret 
such manifestations of disorder, the internist should have a 
working knowledge of neuropathology, particularly as it re- 
lates to cerebral manifestations in cardiac diseases, vascular 
disorders, blood dyscrasias, lung and liver. diseases, hyper- 
tension and intoxications. Each of these topics forms a chap- 
ter in this admirable book. Clearly written, concise, well 
illustrated and containing a few case histories, the monograph 
fills a need in medical literature. The book is well up to the 
standard set by the author’s other publications. Internists 
should read with profit, and neurologists with enlightenment. 
It is highly recommended to all medical students. 

Henry R. Viets, M.D. 


Ruptures of the Rotator Cuff. By H. F. Moseley, M.A., D.M., 
M.Ch. (Oxon.), F.R.C.S. (Eng. & C.). 4°, cloth, 96 pp., 
with 108 illustrations. Springfield, Illinois: Charles C Thomas, 
1952. $6.50. (Publication No. 106, American Lecture Series.) 
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This monograph, which was the outgrowth of the author’s 
Hunterian Lecture before the Royal College of Surgeons, 
attempts to show, by excellent colored drawings, the path- 
ological lesions found in tears of the rotator cuff of the 
shoulder joint. The anatomy and kinesiology of the muscles 
that move the shoulder are described and illustrated. Pa- 
tients with rupture of the rotator cuff are divided clinically 
into early and late cases. Early cases comprise patients seen 
within three weeks of the injury. After this period pain 
usually subsides, and often the only symptom is disturbance 
in function, particularly abduction. Although a fair amount 
of strength may be regained spontaneously the shoulder 
does not function well for prolonged work, particularly with 
the arm in abduction. The author believes that anything 
approaching normal function is seen only with early suture 
of complete ruptures. In late massive evulsions the arm 
never recovers its full power, but great improvement in 
— follows both surgical repair and prolonged physio- 
therapy. 

Although the author favors treatment of these ruptures 
by keeping the shoulder in abduction, he is not certain that 
all patients should be treated in this manner. One would 
like a fuller discussion and a resolution of some of the prob- 
lems of the shoulder that confront orthopedic surgeons con- 
stantly, particularly the differential diagnosis of healed 
bursitis or capsular adhesions. Also, there should have been 
a fuller description of the indications for the use of physio- 
therapy. The case histories given at the back of the book are 
too short for the reader to derive any worthwhile instruction 
in the diagnosis or treatment. Nevertheless, this is a good, 
brief treatise, excellently illustrated, of ruptures of the 
rotator cuff by a recognized spokesman in this field. 

Joun G. Kuuns, M.D. 





BOOKS RECEIVED 


The receipt of the following books is acknowledged, 
and this listing must be regarded as a sufficient return 
for the courtesy of the sender. Books that appear to be 
of particular interest will be reviewed as space permits. 
Additional information in regard to all listed books 
will be gladly furnished on request. 


Die Transfusion von konserviertem Blut in der Geburtshilfe und 
Gynakologie. By Prof. Dr. H. Schwalm, Marburg (Lahn). 
8°, paper, 132 pp., with 21 illustrations. Stuttgart: Georg 
Thieme, 1952. Karton. DM 14.70. Distributed by Grune 
and Stratton, New York, New York. 

This small monograph on the transfusion of preserved blood 
in obstetrics and gynecology is comprehensive in scope. It 
discusses the methods of operation, the biochemical compli- 
cations, the efficacy of blood transfusion and plasma infusion. 


A Sex Guide to Happy Marriage. By Edward F. Griffith, 
member of the Royal College of Surgeons, and licentiate of the 
Royal College of Physicians. With an introduction by 
Robert L. Dickinson, M.D. 8°, cloth, 352 pp., with 19 illustra- 
tions. New York: Emerson Books, Incorporated, 1952. $3.00. 

This new book on the hygiene of marriage is written by a 
British physician. 


Ciba Foundation Conference on a in Biochemistry. 
Editor for the Ciba Foundation, G. E. W. Wolstenholme, 
O.B.E., M.A., M.B., B.Ch. 8°, cloth, 288 pp., with 79 illustra- 
tions and 51 tables. Philadelphia: Blakiston Company, 
1951. $5.00. 

This important conference in a special field of biochemistry 
was held in March 1951 and attended by a large number of 
specialists in their particular fields. The various papers and 
discussions are divided into six parts: steroids; hemoglobin 
and metabolic derivatives; use of tracers in the study of bio- 
logic effects of radiation; nucleic acids; proteins and amino 
acids; and carbohydrates and fatty acid metabolism. The 
printing was done in Great Britain. The volume should be 
in all collections on biochemistry. 
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Klinik und Therapie der Vergiftungen. By Sven Moeschlin, 
Privatdozent, chief physician, Medizinischen Universitats- 
Klinik (director, Prof. W. Loffler), Ziirich, Switzerland. 8°, 
cloth, 430 pp., with 53 illustrations. Stuttgart: Georg Thieme, 
1952. Ganzleinen DM 45. Distributed by Grune and Strat- 
ton, New York. 

This new book on poisoning and its treatment is divided 
into five main divisions: anorganic and organic poisons, 
plant poisons and their derivatives, food poisoning and 
animal poisoning. Short bibliographies of recent articles 
are appended to the descriptions of the various substances 
described, and a comprehensive survey has been made of the 
recent literature on poisoning. There is an extensive author 
index and a comprehensive index of subjects. The book should 
be in all collections on toxicology. 


The Physician as Man of Letters, Science and Action. By 
Thomas K. Monro, M.A., M.D., LL.D. Second edition. 8°, 
cloth, 259 pp. Baltimore: Williams and Wilkins Company, 
1951. $4.50. 

This is an interesting book on the nonmedical activities of 
physicians who distinguished themselves in literature, poli- 
tics and other -fields. This new edition has been revised 
throughout, and the number of bibliographic articles increased 
by about a third. The material is arranged by classes of ac- 
tivity. Within each section the autobiographies of the physi- 
cians noted are arranged in alphabetical order. There is a 
chapter on some American medical men, but naturally a 
large number were omitted. There are indexes of persons and 
subjects. The printing is done with a good type on soft paper. 
The book should be in all medical and nonmedical historical 
collections. 


Die krankhafte Blutdrucksteigerung. By Prof. Dr. L. Hantsch- 
mann, superintending physician-in-chief and physician- 
in-chief of the Internal Division, Stadtischen Kranken- 
anstalten Remscheid. 8°, cloth, 228 pp., with 33 illustrations. 
Stuttgart: Georg Thieme, 1952. Ganzleinen DM 36. — Dis- 
tributed by Grune and Stratton, New York. ~ 

This monograph is typical of German thoroughness. It 
comprises a comprehensive discussion of all phases of high 
blood pressure, with a chapter on normal pressure. The text 
is divided into two main categories: general and special. Under 
the former are discussed the normal pressure, the general 
pathogenesis of disordered pressure, special pathogenic con- 
nections with the kidney and with personality, nutrition, in- 
ternal secretions and hypertonia. The special part is devoted 
to separate articles on various aspects of high blood pressure, 
including cardial pressure, pressure in stenosis of the aortic 
isthmus, hypertonia in diseases of the nervous system, and in 
tumors involving internal secretions (pheochromocyton, 
adenoma of the suprarenal glands, Cushing’s disease — 
basophilic pituitarism), essential hypertonia, malignant 
sclerosis in infectious diseases, nephritis, and primary dis- 
eases of the kidneys, in pregnancy and eclampsia and in lead 
poisoning, and hypertonia in children. There is a bibliography 
of five pages and a good index. The monograph should be in 
all collections on the subject. 


The Clinical Use of Fluid and Electrolyte. By John H. Bland, 
M.D., assistant professor of medicine, University of Vermont 
College of Medicine. 4°, paper, 259 pp., with 75 illustrations. 
Philadelphia: W. B. Saunders Company, 1952. $6.50. 


This special monograph discusses in detail water and body 
fluids, electrolyte and parenteral fluids in various types of 
disease and in different age groups, including congestive heart 
failure, renal disease, diabetes mellitus and adrenocortical 
insufficiency, in pediatric and surgical patients and in the 
aged and aging. There® are also chapters on normal and ab- 
normal potassium metabolism, adverse effects of heat on 
body water and electrolyte, ACTH and cortisone, and be- 
havior of body water and electrolyte in shock, burns, crush 
and blast injury, roentgen irradiation and exposure to cold. 
The printing is done by photo offset. There are lists of refer- 
ences appended to the chapters. An index would have made 
the book more useful. 
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Cellular Changes with Age. By Warren Andrew, Ph.D., M.D., 
professor of anatomy and chairman, Department of Anatomy, 
George Washington University School of Medicine. 8°, 
cloth, 74 pp., with 24 illustrations. Springfield, Illinois: 
Charles C Thomas, 1952. $2.50. (Publication No. 127, 
American Lecture Series.) 

This small monograph discusses principally the aging 
process in the cells of the lower and higher organisms. here 
is a survey of the literature and a bibliography of eight pages, 


Atlas of Gynecologic Pathology: Color film library and descrip- 
tive material. By Anthony V. Postoloff, M.D., pathologist 
and airector of laboratories, Millard Fillmore Hospital, 
Buffalo, New York, and associate in pathology, University 
of Buffalo School of Medicine; and David H. Nichols, M.D., 
Captain, USAF (MC). 8°, cloth, 71 pp. Baltimore: Williams 
& Wilkins Company, 1952. $80.00. 


This atlas consists of a small volume of text and a collec- 
tion of a hundred color films, depicting diseases. of the cervix, 
endometrium, myometrium, fallopian tubes, benign, primary 
tumors and secondary malignant tumors of the ovary. The 
text describes the small films, and there is a good index. 


A Synopsis of Ophthalmology. By J. L. C. Martin-Doyle, 
M.R.C.S.(Eng.), L.R.C.P. (Lond.), D.O. (Oxon.), surgeon, 
Worcester City and County Eye Hospital, consultant 
ophthalmologist to the Ministry of Pensions and Ministry of 
National Insurance, and school oculist to the County Borough 
of Worcester. and to the Worcestershire County Council. 
12°, cloth, 238 pp. Baltimore: Williams and Wilkins Com- 
pany, 1951. $4.50. 


In this small book the author has attempted to cover the 
whole field of ophthalmology, including the rare as well as the 
common disorders. Written primarily for the student and 
general practitioner, the volume is devoted exclusively to 
diseases of the eye and their treatment. There is a good index. 
The printing was done in Great Britain. 


ABC fir Zuckerkranke. By Prof. Dr. Ferdinand Bertram, 
physician-in-chief, medizinischen Klinik des Allgemeinen 
Krankenhauses Langenhorn, Hamburg. Fourth revised edi- 
tion. 8°, paper, 68 pp., with 5 illustrations and 10 tables. 
Stuttgart: Georg Thieme, 1952. Paper, DM $3.60. Distrib- 
uted by Grune and Stratton, New York, New York. 


The necessity for a fourth edition in ten years of this 
primer on diabetes speaks well for its soundness and popu- 
larity. The text has been revised and brought up to date. 
The material is divided into three sections: nutritional and 
insulin treatment; muscular exertion; and general considera- 
tions and conduct of the life of the diabetic patient. There 
is a good index. 


Rx for Medical Writing: A useful guide to principles and prac- 
tice of effective scientific writing and illustration. By Edwin 
P. Jordan, M.D., and Willard C. Shepard. 8°, cloth, 112 
pp., with 26 illustrations. Philadelphia: W. B. Saunders 
Company, 1952. $2.50. 


This new book on the writing of medical papers and books 
covers the whole procedure from the selection of the subject 
to indexing, illustration and the use of statistics. The authors 
believe in thorough preparation and tacitly recommend 
three revisions, in addition to the original draft. Special 
problems are discussed, including footnotes, protocols, bibli- 
ography, case reports, editing and proofreading. The appen- 
dixes contain valuable information on abbreviations, proof- 
reader’s marks, tables of international atomic weights, equiv- 
alents for weights and measures, temperature conversion 
from Fahrenheit to Centigrade, and vice versa, and a prob- 
ability scale. There are valuable lists of books and articles on 
writing in general, medical writing, statistics and style for 
listing references. This manual should prove useful to all 
physicians contemplating the writing of medical papers. 
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Brain Tumors of Childhood. By Henry M. Cuneo, M.D., 
assistant clinical professor of neurologic surgery, University 
of Southern California School of Medicine; and Carl W. Rand, 
M.D., clinical professor of neurological surgery, University 
of Southern California School of Medicine. 8°, cloth, 224 pp., 
with 61 illustrations. Springfield, Illinois: Charles C Thomas, 
1952. $5.75. (Publication No. 104, American Lecture Series.) 

This valuable monograph is based on the authors’ experience 
gained during the last ten years at the Children’s Hospital in 
Los Angeles, where there were 83 verified cases of brain tumor 
and granulomatous lesions, resembling brain tumor. The text 
is divided into various types of tumors. Short bibliographies 
are appended to the various chapters, and there is’ a good 
index. The illustrative work is excellent, and the publishing 
is well done in every way. The monograph should be in all 
neurologic and pediatric collections. 


Der Einfluss des Nervensystems auf Bau und Tatigkeit der 
Geschlechtsorgane des Menschen. By Prof. Dr. Med. et Phil. 
H. Stieve. 8°, cloth, 191 pp., with 93 illustrations by B. Nere- 
sheimer. Stuttgart: Georg Thieme,: 1952. Ganzleinen DM 
36.- Distributed by Grune and Stratton, New York. 
This special monograph is devoted ‘to the influence of the 
nervous system upon the growth and functions of the sexual 
organs of'man. The pertinent literature has been surveyed, 
and a bibliography of three pages is appended to the text. 
There is an index of authors, and the illustrations reproduced 
from histologic preparations are excellent. 


Early Care of the Seriously Wounded Man. By Henry K. 
Beecher, M.D., Henry Isaiah Dorr Professor of Resgarch in 
Anaesthesia, Harvard Medical School, and chief, Department 
of Anesthesia, Massachusetts General Hespital. 8°, paper, 
32 pp. Springfield, Illinois: Charles C Thomas, 1952. 75c. 
(Publication No. 138, American Lecture Series.) 

This small pamphlet discusses in detail field care prior to 
hospital admission, specific preoperative procedures, care of 
specific wounds, morphine and other narcotics, and anesthesia 
for wounded men. It should be in collections on military 
medicine and surgery. 


Cold Injury: Transactions of the First Conference, June 4-5, 
1951, New York, New York. Edited by M. Irené Ferrer, De- 
partment of Medicine, College of Physicians and Surgeons, 
Columbia University. 8°, cloth, 248 pp., with 39 illustrations 
and 11 tables. New York: Josiah Macy, Jr. Foundation, 
1952. $3.25. 

Papers were read by four physicians and biologists at this 
first conference, at which there were twenty members and 
guests. The subjects discussed comprised animal studies, 
homeokinesis, hypothermia and acclimatization. Preceding 
the text are short autobiographic sketches of the members of 
the Conference. 


Diagnostic and Experimental Methods in Tuberculosis. By 
Henry S. Willis, M. A., M.D., superintendent and medical 
director, North Carolina Sanatoria, McCain, North Carolina, 
and consultant, United States Public Health Service; and 
Martin M. Cummings, M.D., director, Tuberculosis Research 
Laboratory, Lawson Veterans Administration Hospital, 
Chamblee, Georgia, instructor in medicine, Emory University 
School of Medicine, and consultant, United States Public 
Health Service. Second edition. 8°, cloth, 373 pp., with 40 
illustrations. Springfield, Illinois: Charles C Thomas, 1952. 
$10.00. aie 


The first edition of this monograph was published in 1928, 
under the title of Laboratory Diagnosis and a ahewee 
Methods in Tuberculosis. This new edition has been thoroughly 
revised and practically rewritten under the new title. There 
is a comprehensive survey of the literature.and a bibiiography 
of 501 references, noted in the text, with.author and sub- 
ject indexes. The book should be in all collections on tuber- 


culosis. 
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The Photography of Patients Including Discussions of Basic 
Photographic and Optical Principles. By H. Lou Gibson 
F.B.P.A., A.P.S.A., Medical’ Division, Eastman Kodak 
Company, Rochester, New York. “8°, cloth, 118 pp., with 93 
— - Springfield, Illinois: Charles C Thomas, 1952, 
This small monograph discusses in detail the various steps 
used in taking and making medical photographs. There are 
four excellent color photographs and a number of black-and- 
white illustrations. This practical book should be in all medi- 

cal, and especially hospital libraries. 


Modern Medicine Annual 1952: An annual volume containing 
the articles that appeared in the twenty-four issues of Modern 
Medicine during 1952. 12°, cloth, 1158 pp. Minneapolis, Min- 
nesota: Modern Medicine, 1952. 

This annual contains the articles that appeared in the 
periodical, Modern Medicine, during 1951. They have been 
collected and rearranged into various categories, with a 
comprehensive index. 


The Present Status of Antibiotic Therapy with Particular Refer- 
ence to Chloramphenic-!, 4ureomycin, and Terramycin. By 
Francis G. Blake, M Dcpartment of Internal Medicine, 
Yale University Schoo: of Medicine. 8°, paper, 26 pp. Spring- 
field, Illinois: Che.!:; C Thomas, 1952. 90c. (Publication 
No. 137, American Lecture Series.) Augustus B. Wadsworth 
Lecture, May 16, 1951. 

Dr. Blake presents a survey of the recent literature on 
antibiotic therapy. 


Endocrine Functions of the Pancreas. By Bernard Zimmer- 
mann, M.D., Department of Surgery, University of Minne- 
sota Medical School. 8°, cloth, 82 pp. Springfield, Illinois: 
Charles C Thomas, 1952. $2.50. (Publication No. 114, 


American Lecture Series.) 


This small volume is a valuable contribution to the subject 
and presents a survey of the literature. The first chapter is 
devoted to a short historical survey, 1682-1943. The follow- 
ing chapters discuss the nature of insulin, the mechanism in 
diabetes and the action of insulin, the regulation of internal 
pancreatic secretion, special problems in lipid metabolism 
and the hyperglycemic factor. Bibliographies are appended 
to the chapters and there is a good index. 


The Practice of Endocrinology. Edited by Raymond Greene, 
M. A., D. M., M.R.C.P. 8°, cloth, 389 pp., with 25 illustra- 
tions and 56 plates. Philadelphia: J. B. Lippincott Company, 
1951. $12.50. 

This second edition of a composite British textbook, written 
by seven specialists, has been revised and brought up to date. 
The whole field of the subject is covered, and selected 
lists of ‘references are appended to the various chapters. The 
chapter on sex and reproduction is extensive in scope, com- 
prising eighty-nine pages. There is a comprehensive index, 
and the book is well published. It should be in all collections 
of endocrinology. 


Cardiac Emergencies and Heart Failure: Prevention and treat- 
ment. By Arthur M. Master, M.D., cardiologist, Mount 
Sinai Hospital, New York, New York; Marvin Moser, M.D., 
First Lieutenant, USAF (MC), Walter Reed Hospital, Wash- 
ington, D. C., and Harry L. Jaffe, M.D., adjunct physician 
in cardiology, Mount Sinai Hospital, New York, New York. 
12°, cloth, 159 pp., with 13 illustrations. Philadelphia: Lea 
and Febiger, 1952. $3.00. 

This small manual for the general practitioner stresses the 
necessity for prompt treatment in emergencies. The ‘text 
includes the ortihaiinn, acute pulmonary edema and con- 
gestive heart failure, angina pectoris, coronary insufficiency 
and occlusion, and traumatic and other heart diseases. The 
late literature is noted, and there is a bibliography of 280 
items, as well as a good index. 
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By _ Robertson F. Ogilvie, M.D., 
D.Sc., F. .S.E., senior lecturer in pathology 
and assistant in forensic medicine, University of Edinburgh, 
and senior patne »gist, Royal Infirmary, Edinburgh. With 
a foreword by A. Murray Drennan, M.D., F.R.C.P.Ed., 
F.R.S.E., professor of pathology, University of Edinburgh. 
Fourth edition. 8°, cloth, 506 pp., with 295 illustrations. 
Baltimore: Williams and Wilkins Company, 1951. $8.00. 

The first edition of this popular textbook was published in 
1940, and this last edition has been revised and the material 
brought up to date. New subjects have been introduced 
throughout the text, and the book increased in size. The 
illustrations are excellent. The printing was done in Great 
Britain, with a good legible type. The text is based on lectures 
delivered at the University of Edinburgh. 


Pathological H: in, 
-R.C.P.Ed., F.R 





NOTICES 
GREATER BOSTON MEDICAL SOCIETY 


A meeting of the Greater Boston Medical Society will be 
held in the auditorium of the Beth Israel Hospital on Wednes- 
day, December 10, at 8:15 p.m. 

Dr. Harry Gold, of Cornell University Medical College, 
will speak on the subject “Some Developments in the Man- 
agement of Congestive Heart Failure.” The paper will be 
discussed by Drs. Howard B. Sprague, Laurence B. Ellis and 
Herrman L. Blumgart. 


HARVARD MEDICAL SOCIETY AND BOSTON 
CITY HOSPITAL HOUSE OFFICERS’ ASSOCIATION 


A joint meeting of the Harvard Medical Society and 
Boston City Hospital House Officers’ Association will! be 
held in the Dowling Amphitheater, Boston City Hospital, 
on Tuesday, December 9, at 8 p.m., with Dr. Charles S. 
Davidson presiding. 


PRoGRAM 


The Stretch Reflex in Parkinsonism. Drs. Derek Denny- 
Brown, H. Seyffarth and Richard Chambers. 

Metabolic Effects of Certain Antibiotics in Man. 
Cc j5.cG 
Benjamin Love, 
Davidson. 

The Cardiac Output at Rest in Patients with Laénnec’s 
Cirrhosis. Drs. Henry J. Kowalski, Walter Abelmann, 
and Laurence B. Ellis. 

Biophysics of Sickle-Cell Disease. Drs. William B. Castle, 
John W. Harris and Edward H. Kass. 


Drs. 
abuzda, Jr., George G. Jackson, T. M. Gocke, 
Maxwell Finland and Charles S. 


MOUNT AUBURN HOSPITAL PANEL DISCUSSIONS 


A series of panel discussions on the subject “The Modern 
Concepts of Internal Medicine” will be held on the first Satur- 
day of each month from December, 1952, through June, 
1953, from 10:30 a.m. to 12:00 noon in Margaret Jewett 
Hall, Mount Auburn Hospital, Cambridge, under the aus- 
pices of the Middlesex South District Medical Society. 
These are to be informal presentations by well known au- 
thorities, and audience participation will be invited. The 
dates and subjects of the discussions are as follows: 


December 6, 1952. Treatment of Diabetic Acidosis. Drs. 
Alexander Marble and Allan M. Butler (moderator, 
Dr. David Hurwitz). 


January 3, 1953. Treatment of Arthritis and Rheumatic 
Fever: Use of ACTH and Cortisone. Drs. Walter Bauer 
and David Rutstein (moderator, Dr. Paul Fremont- 
Smith). 

February 7, 1953. Treatment of Coronary-Artery Disease: 
Present Status of Anticoagulants and Early Ambulation. 
Drs. Paul D. White and Samuel A. Levine (moderator, 
Dr. Dudley Merrill). 
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March 7, 1953. Antibiotics: Specific Indications. Dj 
Maxwell Finland and Louis Weinstein (moderator, J 
Albert O. Seeler). 

April 4, 1953. Problems in Hematology. Drs. William 
Castle and Frank Gardner (moderator, Dr. Charl 
Emerson). ; 

May 2, 1953. When Is the Treatment of Mitral Stenog 
Surgical? Drs. Laurence B. Ellis and Dwight E. Harkeg 
(moderator, Dr. Richard A. Bloomfield). if 

June 2, 1953. Newer Concepts of Liver Disease. D 4 
Franz J. Ingelfinger and Charles $. Davidson (modera: 
tor, Dr. Thomas C. Chalmers, Jr.). ; 


The hospital cafeteria will be open to all physicians. 


BOSTON SOCIETY OF BIOLOGISTS 


A meeting of the Boston Society of Biologists will be h 
in Building 6, Room 120, Massachusetts Institute of Tech 
nology on Monday, December 8, at 8 p.m. The program 
will consist of a symposium on the subject “Is the Concept 4 
Science Different in Biology from What it is in the Physi 
Sciences?” The chairman will be Dr. Francis O. Schmitt, 
of Massachusetts Institute of Technology, and the following 
men will participate: Dr. Philipp G. Frank, of Harvard Unt 
versity; Dr. James B. Conant, of Harvard University; and 


Dr. Paul Weiss, of University of Chicago. A discussion will 4 


follow the symposium. Z 

Announcements of programs for the remainder of the 
season will be sent to all who request them. Those whe 
wish to support the Society may contribute $1.00. Sug: 
gestions of papers for future meetings are welcome. Inquiries 


PR LAT PSTN RTARTA KRM DAE IE SF 


FLEE ERR NEGEV EMER ROLLINS AEE 


should be directed to Bert L. Vallee, M.D., Department of 0 


Biology, Massachusetts Institute of Technology. 


NEW ENGLAND CENTER HOSPITAL HOUSE 
OFFICERS’ ASSOCIATION 


The House Officers’ Association of New England Center 
Hospital announces the following program in its Even 
Lecture Series: 

Friday, December 5, 1952. 

Lecture: ‘“‘Medicine’s Number One Problem.” Howard 
A. Rusk, M.D., professor and chairman, Department 
of Physical Medicine and Rehabilitation, New York 
University College of Medicine, and Associate Edit 
The New York Times. Discussers: Drs. Elliott P. Josl 
and Heinrich Brugsch. : 

This program will be held at 7 p.m., in the Stearns Audi- 
torium of New England Center Hospital. All interested 
persons are invited to attend. 


NEW ENGLAND OBSTETRICAL AND 
GYNECOLOGICAL SOCIETY 


The Spring Meeting of the New England Obstetrical — 
and Gynecological Society will be held in Providence, Rhode 
Island, on Wednesday, April 29, 1953. 1 

The Annual Meeting of the Society. will be held in Boston, 
Massachusetts, on Wednesday, October 28, 1953, with head-— 
quarters at the Hotel Somerset. \ 


MEDICAL FILMS 





The Committee on Medical Motion Pictures of the Ameri- ~ 


can Medical Association has announced the publication of ~ 


a new revised film list, which includes 78 medical films not | 


readily available from other sources. 

This list will be available for distribution after December 1: 
A copy may be obtained on application to the Committee on ~ 
Medical Motion Pictures, American Medical pomeecee ; 
535 North Dearborn Street, Chicago 10. 


(Notices concluded on page xi) 
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